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L — PR SR 5 A NSl B A4, AR B N - S ik B 1 B T 25 PRI NI
H i 2 PR Tk 2

2 AR BRZ R IR 5 4a , Hoh rid iisdy itk 455 AFVNR a- Rz s 8, o
T i N AN BR a5 ik i 1 2L A Ui 25 RO N B At 2 PR e s o

SRR ZE R 1 -2H AT — AT IR ) o, Forb BT iR a9 ik B 1 2 B AR RN/ BRUSE SR A
a- R EH .

4 ARPEAUCRN B R 1 -3 AT — T Frdk (R oA, I b prid Hi 44 5 78 8% 4 8L 5 SEQ 1D NO:
15- 17/ HVRs BAE# 55 40,57 SEQ 1D NO: 18-20 K HVRs I $i 4445 & AR ] () 2 7

5. MR AR E SR -4 T — TR M Piik , Hop Brid bk 56 & SEQ 1D NO: 26/ H 55
AJARZE A IAISEQ ID NO: 27 ) 2 55 n] AR 45 A 38 A 45 5 AH R i R A

6 . AR AR ZE R 1-3HR AT — T FT R A Pk, o pr il HiA /e E 85 A5 SEQ 1D NO: 21,
2211 7HIHVRs HAE R FEH A5 SEQ 1D NO:23-25["HVRs

7 AR EE R 1-3FN6 AT — TUAT IR s, Fo b BT iR P pm i ks 64 5 SEQ 1D NO: 26
) 5 n AR 5 M FNSEQ 1D NO = 27 [ 4k m] A0 5 A 3l iR A N VAL T 3R A5

8 . MR AR ZE R 1-T T — T IR A Budds , o rp Brid a2 N JRAL IS4, F B e H 5
A AR S5 A R ) & SEQ 1D NO: 15-17HIHVRs H7E 42 8 A] 48 45 A4 45 HF ) & SEQ 1D NO:18-20
[FIHVRs , Forp, ZEARENHVRAT, 0342 B PR VR 4 2R

9. R AR ZE R 1-8 AT — T IR Ay s, Forp BriR a2 N JRAL I S, 9F H B n]
AR5 R I3 T-SEQ 1D NO: 26 1) B 5 ] AR 45 faydak , FIA2 5 T AR 55 14 38R YR T-SEQ ID NO: 27
[0 2 % ] A 2 A

10. —Fpdifh, H 5LE B 404 SEQ ID NO: 15-17fHVRs HAE 4% H 15 SEQ ID NO:
18-20JHVRs I AA 45 & AR A 1) R A7

11, —Fpdifk, H 57E B4 A4 SEQ ID NO:21,22F11 7K HVRs H2E #2554 4,5 SEQ 1D
NO: 23-25FJHVRs R4 45 & A A 1) 07

12. —Fhyifk, HAEES A 5SEQ ID NO:15-17/HVRs H #F # 4% h 41,4 SEQ ID NO:
18-20JHVRs .

13, —FhPifk, HAEES P A5SEQ ID NO: 21,22 1 7/HHVRs HAER B H A5 SEQ 1D
NO: 2325/ HVRs .

14, —Fhguik, M ELESEQ 1D NO: 26/ H & n] AR &5 M3 AISEQ 1D NO: 271 4584 v] A%
SERIR I PR IR T .

15. — P NIEACH HiAd , o AE B nT AR 45 A 380 A9 27 SEQ 1D NO: 15-17HJHVRs HAE R
A AR SE R I A AL A SEQ 1D NO: 18-20f7HVRs , FoH , FEREANHVRA , 0-3A4N S I FR AR JE 4 2

16. — P NJEACH Bidd , L AE B Ak nT AR 45 A s 80 2 SEQ 1D NO: 21, 22 M1 7/ HVRs HAE
IRBERT AR SE MY IR AL A SEQ ID NO-23-25[HVRs , Herfr, ZE4EMHVR T, 0-3 N2 FE B ik A 4t

17— P NS P A , Horp B4 v] AR 45 /380K U5 T-SEQ 1D NO: 26 1 51 5% ] AR 45 M35,
I H s n] AR 45 Rk YR-T-SEQ 1D NO: 27 () 52 55 nl AR &5 Fy 3.

18 ARFEALRNZL R 1-17H AT — WA IR P , o rh B B 28 6 21 1 i o s 28 AR S
k.
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19 AR BRI R 18 BT ik () B AR , Jwb B 38 ifn oG 5 B 5 4 A B 2 4 7t 1 45 &7 LRP 1
LRP8. N8k 1 Sz MR E N JB 5 3R AR KK T2 AR B Ak Bl ik B

20 ARFEBRNEE R 1-199AE— TR I o, b ik b 2

a) NI TgG1i 4K Pk, 5

b) NIE K 1gGA 4K Pk, 5

o) NWERTgGI e Kpufk, R RAL234A,1.235AF1P329G,

d) AWK T1gGam K ik, BARAES228P, L235EF1P329G,

e) NIRTgGL I A K Hufd, 76 M 5% B4k Hh 35 B AT RAFL234A, L235AMP329G , MIFE—2%
HiEH B RART366WHIS354C, 3 HAE S H 1) 5 — sk B h B RAT366S,L.368A,Y407V
FY349C, B

£) N2 TgGAf &K Pk, 75 P 45 S b ¥ B A 5848 S228P, L235EMIP329G , FIfE—2%
HiEH B RART366WHIS354C, 3 HAE S H 1) n— sk EiEh B RAT366S,L.368A,Y407V
FY349C,

21 AR EECR R 1-20F A — I Fr R (i fi A, b prid Hi 4

1) FI N P E 0 RN it JoR 4 A A a - SR i B 1 15 S I A e 1 , A/ BR

1) 0 55 AR N a— 2 fl A% B 3 7 40 28 G R4 28 i IO 44T B 2 (] 1140 200 i — 1) — &40 B 1 A%
i, /5K

111) 900 NFRE O A A a— T A% B -5 5 (%) JDE R B 1 I 12k , A/ B

iv) RS 4 A HAA W BIN- o R R R B R R M a- S 1, I AR g & A
A AERIN-i B B R TR R () o R A% B T

22 . —Fh 257, FoA A AR R 1-21 Fh A — TR B R oAk 24 P 304

23 ARFEBRNEE R 121 AT — TR B fdd , HHAEZ).

24 ARFEBRNE R 1-21 P AR —TUFr R o, o TR 97 RAZ 2 A i

25 ARFEBRNE R 1-21 P AT — TR I oA, o H TR 97 IH S8R0 -

26 BUFIZE SR 1-21 AT — T BT I8 (1) P4 7E 1) 45 25 (0 B

27 BURNEL R 261 B Fo A Bridk 259 FH 3697 0 2 4% 00
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-o-RMRERRFREREE

[0001] A HiE 2 [E Br g2 PCT/EP2014/074840, [E Fx s H 20144511 H18H , HE E %
Hi5201480061749.5, F [E [E 28 #1i% H 20164E5 H11H , & B &R A “bi—a— 5= il k% & [ Bt
R R AE 7 15y R H

% BB 4T

[0002] AR AP e N a—SR il & 1 RO PU AR RS FH BT i BAdc i 7 v

[0003] i

[0004] W4 AR (Parkinson’ s Disease) FIRFIELE T, B RSUIRAE R 2 B % (DA) #H4TC
(Y BEAT 1 ok /D RO A7 AE B 4 /MR (LB) FIAHZE 58 (LN) , Hoo 32 B 220k a- SR il 2R 1 SR 4R 1A 44
JR ) B T 0 28 0 P L TER AR o - SR Al A% B 1 — PR 1, LR R A3 i 2 B fZ R M 42
JCYIRE T AT S8R AE L 9 BN A OCEE M 2 5PDR AR B 22 5 |, B T o RA% E
FE LB A R B S S 2 A B B 7T 3R B a— S A% B 1 A ) R R A AT o 5
FETE A BIPD o K2 WIEHEIE I 7E 2 B % fe 5 fil b 1 a— S il A% B 1 B2 2 AP 22 Ju 4l i T
RefE S A& /E FNPDiK AR (K B2t (Belluccei,A. , %%, Brain Res.1432(2012) 95-113) .

[0005]  H5 4 /MR R a— Sl A% B UUAY, L2 IS AR5 (PD) 1) BARAE (Goedert, M :
Nat.Rev.Neurosci 2(2001)492-501) .BraakZ5RiE 1 5 1 & 1 PDAH I ) i 78 BE 22 1) 7
(Neurobiology of aging GEZHIML ) 24 (2003) 197-211)

[0006]  a—Z% filik B 11 Jil 2 4 5 SR A4 7 4 /IMA RN R 4E AP SR By - S RS T
VEZR I o~ S fil A% B 11 10 A1 i 41 4 55 58 AR AT e A2 e 4 %"Fzﬁ%ﬁ’]a&%l?%@uk K.C.,%,
Science 338(2012) 949-953;Auluck,P.K.,%5,Science 295 (2002) 865-868;Bodner,R.A.,
2 Proc.Natl.Acad.Sci.USA 103(2006)4246-4251;Bucciantini,M.,%%,
J.Biol.Chem.279 (2004) 31374-31382;E1-Agnaf,0.M.,%%,FASEB J.20 (2006) 419-425;
Kayed,R.,%%,Science 300 (2003) 486-489;Lashuel ,H.A.,%%,].Mol.Biol.322(2002)
1089-1102;Masliah,E. ,%,Science 287 (2000) 1265-1269.) o

[0007]  Chai,Y-J., %, kI8 T 70 WA SE AR T S a— S il A% B (1 RE SIS f i 22 /20 3R
(FEBS Lett.587(2013) 452-459) . tHa— S fili% & 5 F HIBV-240 fa ¥y 4P % 44 : Chang, C. ,
& ,Neurosci.Lett.548 (2013) 190-195) 18 H JE PDFHL AZ P 1) B 27557 . Feng,R. L. , 5§
ik a2 ok B R R T R AR A s a- SR A% B 1 SR AR TE A L 5 B R R AEAE
(Eur. J.Neurosci.32(2010) 10-17) .Lee,H-J. , ZRiE B A W5 2 MR AT a— 23 il AZ 85 1 1)
Bk FIgH f N 45 F% (Exp .Mol .Med .45 (2013) e22) .Schulz-Schaeffer,W.J. (Acta
Neuropathol.120 (2010) 131-143) i 1 a- Mk & H R AR AE BA & 4E /DM R A 42
AR IR <3 AR 0 0 R H ) SR A B A

[0008] A i 1) K0 o o S il A% B N S BEAL ) (Kellie, J.F., % ,Sci.Rep.4
(2014) 5797) , I HAZN-i £ BE A AN fila— 5 fish % 55 1 2R 4 (Bartels, T.,%,PLoS One 9
(2014) €103727) »

[0009] L HRIE T AN A T AR a0 FE 2 a8 A% B (- AR SR SR AR (5 4N M B3 1 1T
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SFCa” N M) , CHISE TR AR CREEMKFIT 2K (aggregate seeding species)) , 5/ /A
TRE IR YE (S M N SRR R L) , = o= (TP) RAZRA30P/AS6P/AT6P (T2 2K
REE M B AE) (B4, 2 WDanzer , K. M. , %%, J .Neurosci.27 (2007) 9220-9232; Danzer,
K.M.,2:].Neurochem. 111 (2009) 192-203;Luk,C.K.,%ZProc.Natl.Acad.Sci.USA 106
(2009) 20051-20056; Desplates,P. ,ZProc.Natl.Acad.Sci.USA 106 (2009) 13010-13015;
Karpinar,D.P.,Z&,EMBO J.28(2009) 3256-3268;Lee,H-J.,%%,].Biol.Chem.285 (2010)
9262-9272;Hansen,C. ,%,J.Clin. Invest.121 (2011) 715-725) .

[0010]  Luk,K.C.,% (Science 338 (2012) 949-953) i 7 5 F It a— 5 A% & (1 AL A2
BEHLR/ N B R GG 2 AR MR AR I o o S AL R L SRR AR SRR T N a- SR Al B A
H 23 B8R At uF 35 , 9F HDanzer,K. M. , % (J.Neurochem.111(2009) 192-203;
Mol .Neurodegen.7 (2012) 42) i T a- kﬁMZEE% AT FRL A7 200 P — 1) — 240 ) £ 3
BraidyZs i 1 & 40 JFAR NG )L i #0220 A 1) a — 58 il 1% R (A% 3 R0 28 44 25 1
(Neurotox.Res. (2013) ,2013410 H5HEZ A 4i) Desplats,P. , ZEHRE 1 AL 1l Fl
T I a- SR il A% 2 AP T0 - B - o AR I I AP JTC A AE T (Proc . Natl . Acad. Sci . USA
106 (2009) 13010-13015) .LeeZs (J.Biol .Chem.285 (2010) 9262-9272) i | a—RfiiA% 5 H
M%EP%JEE%%LEUE%/W%H)«E%Iﬁ_kﬁMZ%Ef(synuclemopathles)EPEI’JATT&
IioLee,S—J. , 5l | a- S flk% & A SR SRR 4 fe - 2-4H B i /% 3% (Meth. Mol .Biol . 849
(2012) 347-359;Nat .Rev.Neurol .6 (2010) 702-706) . a—5& filiA% 25 (1 Ji BR 738 1 Al BE A a— 58
finh % B 11 SR A 100 A 328 T 3 R 1 T 1) e e P AE 408 O 1 4 52 PD BB 38 T 1) 7 AR e 35 o0 A, BT i
BFEAALL-16F AT A JBAT IR e ) L& o h R F4Em A (L1, J-Y. , &,
Nat.Med.14 (2008) 501-503)

[0011] HREMa-RiZEAWEARNAN ZEZEEMHELEMS. (Periquet, M., 5%,
J.Neurosci.27 (2007) 3338-3346) .Pieri,L., 541l | R4 dEa— S filih% 8 (AN (E i 40 2
T 1HIEYIX A 2 (Biophys. J.102 (2012) 2894-2905) .Van Rooi jenZE4kiE T H R {ka-
A% R A I B IE  HLHIHERZ (PLoS One 5(2010) e14292) .

[0012] il DA, Wagner 36 70 4 H I & Flla—58 filh% B 1 % 2R R /N RO RS e B 1 /N7
Anlel38bfE FH AR P a— 5% il 2 1 55 SRAAR IR 5 770, L mT U T A 4 0 R S T D 4 1k 7
J7 (Wagner,J,%%,Acta Neuropathol.125(2013) 795-813) .Lynch,S.M. , 258 | &1 Kfa—25%
il B 1 PR e R A B 1 RR 43 1) seFv IS LA/ i P SR B AN a1 (T . Mol Biol.377 (2008)
136-147) .E1-Agnaf,0.M. , %% (FASEB J. (2004) ) 4RI T ¥ ita— 5 filk% 55 19 B8 4 AN E5 1 1 4100
170U A 4 A% 9 AR 999 92 B 3B V6 7 1 SRBS o Bmad i, S . , S8 4R08 1 BN SRR BTAR F B 11
illa— S fi A% B 1 00 5 R AN X0 B 5 Ak a— kﬁﬂ‘%%ﬂﬁﬁ)\ﬁ%ﬁh%}#ﬁ“ﬁ’] E Y NEEEK
Puik v B i R S 9F By iba-Rfimix 5 B % S E M (Biochem. 43 (2004) 2871-2878;
J.Mol.Biol.368(2007) 1132-1144) ,Smi thZEH1E T 0k N S BRE H Xfa—- R iz 5 B R
LML FZEMRAER (Int. Immunopharmacol .14 (2012) 550-557) .Vekrelis,K. f
Stefanis,L. (Expert.Opin.Ther.Targets 16 (2012)421-432) $ii& 1 #[a) i PN A0 fha—58
fil ke B 1 A DR e 48 A0 AN LA S Al A% B 1 TRT VR T SRS

[0013]  7E & AN % 55 IR /N B A e 4k 5 B 1 A 5 i i 2 13 98 1) 37 B DA 32 30 0 58 T 5K
(Masliah,E.,%%,Neuron 46 (2005) 857-868) Fl#k zh &2\ Masliah,E. , 2% ,PLoS One 6
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(2011) €19338) 15 F{F ] .Bae,E-J . , 2 (J .Neurosci .32 (2012) 13454-13469) $RiE 1 il 4ha—
SRR B R S PR 1 45 B L A0 - B - A B ) SR A A

[0014] WO 2011/020133%ki& 1 i FHa— S fi i £ 1 AL IR K VA TT B 4 /M9 - 7EW0
2007/011907 R #RIE T a- e fili A% 55 3 LR A S HAH S /51 . Joshi &5 (MABS 4 (2012) 686~
693) il 15 BT L A ) B B FE T ) ARG 3 N 2 M- SR A% B S TR AT
TR AT i o 22 35 AN TH 3% . Emad 145 (J . Mol .Biol.368 (2007) 1132-1144) {18 T 4> BoAT A 5
PRa-T filix g I N SR HUAAR v B, BT IR N B AR v B i) S 52 9 HLBIT 1k o R ki 2
S B Fmadi% (J.Biol.Chem. 284 (2009) 11048-11058) FRi& 1 6 03 FE 245 10 5 1) 3
BRI R a— Ml A% B 1 - Zhous (Mol . Ther. 10 (2004) 1023-1031) #i& T A H45Fv N ik
FH W7 ik 28 125 Bt a— S Mk A% 25 A ) S35 4 e AE o NasstromZ% (PLoS One 6 (2011) e27230) #Ri&
T TR B a- SRl HE E B BRI TE AR () SE SR 4K WO 2011/1046964k3E 1 i B 21 4k
SE G IR S LA T 0 A% B A TR 4R /NI R AN At S Al B R YR T RS
W 77 VAT W FH o BarkhordarianZs (Prot.Eng.Des.Select. 19 (2006) 497-502) #ii& | fif FH
Ji 7 S U R T A R s R 7 B T N R E B R S I A Bk Kvam&s (PLoS One 4
(2009) e5727) HIE 1 7% A Hh iR 27 248 58 A 2 Ik i i 1 1) R 5 58S ) 6 o 5 B A B B 12k
[0015] MR

[0016] AUk BHFR - N a— S ik B 3 B FI S FH B Budk i 7772

[0017] RSP HRE R — N J7 TH AR R 1 45 B N a- S flk% B A I Pu i, F b Bridk N a—5fih
1% 8 A B U B Nt PR AR R ik 2

[0018]  R¥E “Vi B9 AON-Iim HH it U BR Tk 2™ 3R/ 2 Ik AL T ek 2 IKAN-om 0 LB T H Y5
2 IR H AR 3843 886 O I B - MR A A I 1) PR IR R R e ik o A — NSt 7 S8 b, Bk
e 0 1R NSy 08 R e 2 A A A I %) PR D R IR e s o A — NSt 7 S8 P, Bt Ve 25 FEIN— i
H R IR R S LA T B 1 & 2 o Na- Rz 85 1 HASEQ 1D NO: 40/ Z B R T 51

[0019]  7E—ANsLit 7 Brh , Frid Piikds T e g & AF/NR a5z B [, Hodp prid A
/INBR o S A% B B A Vi 5 RN R B 2 R e 2k

[0020]  #E—/MSEii g EH, BTl a— SR flih% B 2 B AR a- S A% B 1

[0021]  FE—/MSEii g SEH , BTl a— SR fili i B 1 A2 B AR AN SR SR Ak a - SR i B 1

[0022]  fE—Asi iy =, Frid itk SR E 8P A5 SEQ 1D NO: 15-171JHVRs HAE 55
H AL SEQ 1D NO: 18-20fHVRs I HLA4 28 A A IR 1) R A7 B EE A [ R AL

[0023] FE—ANsj iy =H, Frid itk SR E#EH A5 SEQ 1D NO:21, 2211 7/HVRs H.7E
BEEP LS SEQ ID NO:23-25THVRs T4 45 A MR IR 1 2R A7 B B A 1 3R A

[0024]  7E—ANsEjiti s B, Frid ik 568 SEQ 1D NO: 261 555 n] AF 25 /) 3 FISEQ 1D
NO: 27 1) 42 5 n] AR 25 M 1 ok &5 & AR TR 1 R A B & (1 R A

[0025]  fE—ANSLiE T A, Frid iR S EE A 5 SEQ ID NO: 15-17HHVRs HAE 82 4
£ SEQ ID NO:18-20fHVRs.

[0026]  fE—ANSLitE T =, FridbiiafE EEE A5 SEQ 1D NO: 21,22 /117" HVRs HAE %%
A4 SEQ 1D NO:23-25[HVRs

[0027] £t T7 b, Frid bR iEal #6055 SEQ ID NO = 2611 4 7] A8 45 f 35 A SEQ
ID NO-: 27 B ] AR 45 e 3 K B4 N VAL T 3R A5 o

6
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[0028]  fE—/NSELitir Z 9, iR i N4k I uid, ¢ EL7E 38k ) AR of #4486 5 SEQ
ID NO:15-17(JHVRs HAE #2855 ] A 25 M3 H A £ SEQ 1D NO: 18-201JHVRs , FoH , 7E5EMHVR
H, 0-3 MR R IR TR A A R

[0029]  FE—/NSEitir Z 9, iR i NS4k I uid, ¢ EL7E 38k ) A8 4f #4486 5 SEQ
ID NO:21,22F017(JHVRs HAE 4 v A2 45 38 b A SEQ 1D NO:23-25[1HVRs, Horpr , 7E4F
ANHVRA, 0-3 /N FEFR IR FE A B AR

[0030]  7E—ANSEjiti /7 R, iR Pridc 2 NIRRT ol , o H B 8k n] A8 55 #3801 SEQ
ID NO: 261 B 4% n] A8 25 Mg 3ak , F2 55 T AR S5 /48R U T-SEQ 1D NO = 271 5255 v AR 46 #4458
[0031]  ASCHRIEM — A7 TH & STEREEEH A SEQ 1D NO: 15-17fHVRs HIE R FE A7
SEQ ID NO:18-20f*JHVRs I $iiALh & HHIF 1 R AL B E & R AL i

[0032] A SCHRIEMI— N7 T2 542 SEQ ID NO: 26K 5 4% 1] A5 45 M3 FISEQ 1D NO:27
()42 5% ] A 2 M P AR 45 A A IR) 1R SR A BB A IR SR AL A

[0033] A CHRIER—ANJ7 & fEE A B SEQ 1D NO: 15-17HHVRs HAE R B+ AL &
SEQ ID NO:18-20ffJHVRs Itk .

[0034]  ARCHRIER—A T HREEEE A ESEQ 1D NO:21,22F117(¥HVRs HAE R FE £
4 SEQ ID NO:23-25[JHVRsIRHifA

[0035] A SCARIE M — N7 T A2 ML 2rSEQ ID NO: 26K B 4% 1 A% 45 M3 FISEQ 1D NO:27
[ 4 ] AR 25 R B SR AT () AB AR Bk

[0036]  7E—ANStE 7 &, Bl AR AR 2 N Ak g ida, Hom i #6185 SEQ 1D NO: 26
(1) F B n] AR 25 M FNSEQ D NO = 27 [ 4k m] A8 45 A 3l i A N VAL T 3845

[0037] A SCHRIB ) — /75 T A2 78 25 % v AR 45 #y3, P 47 SEQ 1D NO: 15— 17 HVRs H.7E %%
T AR g5 Fyde b 5 SEQ ID NO: 18-201KHVRs 1 N JEAL HidAk , Horb , ZE 4 MHVRA, 0-34V&
SRR M T

[0038] A SCHRIE ) — N7 T 2 7 25 % ] AR 25 Ry 3R A & SEQ 1D NO:21, 22 F117HIHVRs H.
TERRBE A AR 25 K3 P A A SEQ ID NO: 23-25HHVRs Y N YAk po A, Horpr , FE 4 1NHVRH, 0-3
NGB TR TR I U

[0039]  ASCHRIE 1) — N5 T2 NV P ik , B Hb B % m] AR 25 Ry 3ok U T-SEQ 1D NO: 26
1) 25 ] AR 2 A, R B T AR 2 R IBOR IR T-SEQ D NO = 27 Y i itk mT AR 45 fg k

[0040]  7F Ffr A Hiy 3k 77 11 ) — AN St 77 28 v, Bk Hi 44 8 6 380 1 o g P 2 AR AR R (blood -
brain-barrier shuttle module) .

[0041]  FE—ANSEHti 77 22, Frih ifu fisi B i 2 MR AR U s S 45 A LRPL L LRPS . Nk R
ZARBN R B A K R T2 AR e s B

[0042]  FEFTA RTIA 5 I — A0 7 ZH , FridPiik e s ik

[0043]  FEPTA IR TT ) — ALt 7 =, Fridfig e NI Pk sl & b

[0044]  FEFTA HIIA 7 I — ALt 7 &9, Fridfifk 2

[0045] a) AP EIgGIHI 4K Pk, 5t

[0046]  b) AWK IgG4M4KHilhk, 5y

[0047] o) NWKIgGL &K Pifk, B RAFL234A,L235AF1P329G,

[0048]  d) NWKIgGAM AKbifk, A RAES228P, L235EMP329G,
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[0049] ) NWRTgGL A KPUIA, £E DI AF FLBE P R A RALL234A, L235ARIP329G, ££ 2%
B LA JAET366WFIS354C, I FLAE % 1 (1) 53— 4 BBk vh LA R AET366S, 1.368A, Y407V
FIY349C, 5§

[0050]  f) AWEITgGAR) & KIilh, 761 2k ELE h HAT RAZS228P, L235EMIP329G, 7E— 2%
LA JEAET366WRIS354C, I FLAE % 1 (1) 53— 4 BBk vh LA R AET3665, 1368A, Y407V
A1Y349C.

[0051]  ASCHRIER)—ANJT T2 i Na- T & A ik, HAHEET

[0052] &) FrikHufd L & Wi sk HuiR % , B 0 B L & — AN S m] AR A MR — A FL B
SEIX, Horp

[0053] i) T id i) A5 45 #4486, 47 SEQ ID NO:15,SEQ ID NO:16FISEQ ID NO:17f{HVRs, 5
HHAEREMHVRA , AR R T4, 0,1, 280 3N R LR i e 28

[0054] i) FrigfE e X & A TgGUIERE X, e C-dim it 2 M ke B ] LAAF AEBANFAE , F L
[0055]  iii) Pl € X AL & AR AR 1L 1.234A, L.235AFIP329G,

[0056]  b) ik i L& P 2% PR B B , B 0 B A 8 — MR T AR S M UM — N ik e
SE S I, Herp

[0057] i) fridk i A5 45 449 3F 5 SEQ 1D NO:18,SEQ ID NO:19FISEQ ID NO:20f¥IHVRs, 3t
HFERRNHVRA AR T 01k, 0, 1, 280 3N U R R AR I 4 i

[0058] i) Fridti e X & Akt e i X s AN BEIE SE X

[0059]  ZASCHRIER)—ANJT T2 i Na- TR & A ik, HAHEET

[0060] &) ik Hu Al & Wi sk Dui 5% , 3 0% R L & — > S m AR S M OR — A FL B
SEX, Horpr

[0061] i) ik Ay AR 4t #3814 SEQ ID NO:21,SEQ ID NO:22FISEQ ID NO:17fJHVRs, £
HEAEANHVRA, AMRHR TR, 0, 1, 288 34N S SE FR TR B4 i T

[0062]  ii) PradtEE X2 AN TeGIIERE X, Horh C-ii i 2 B bk Jk I LAAFAE AN AE , I H.
[0063]  iii) BTk fE g X A & ZE R A AL L234A , L235AFIP329G,

[0064]  b) ik i 6L & P 2% PUAR BB , B 0 B L 8 — MR T AR S M UM — N i e
SE S I, Herp

[0065] 1) ik ] 28 45 K38 %5 SEQ 1D NO:23,SEQ ID NO:24FISEQ ID NO:25(K]HVRs ,
A REANHVRA, R T, 0, 1, 28 34N S SE R AR IE A Tk AT

[0066] i) Bkt e X & A B e i X B AN BEE SE X o

(00671 ASCHRIER)—ANJT T2 Bi- Na- T R A ik, HAHEET

[0068]  a) FrikHufd L & Wi sk Duik % , B 0 B L & — > S m] AR S M IR — A FL B
SEIX, Horp

[0069] i) BTk Al AR 5 M3 /2 SEQ 1D NO: 26K 4 N (%) rIAZ S5 M3y N AL TE X,

[0070] i) Frid e X /& AN TgGUERE X, 3 p C-dm s Bk 56 il A7 AE BN AE, I L
[0071]  iii) PrikfE € X & & HE MR AL 1 L234A, L235AFIP329G,

[0072]  b) ik Hifd 6L & P 2% PR B B , B R B A 8 — MR T AR 5 M UM — N i e
SE S I, Herp

[0073] i) Bk AT AR &5 A2 SEQ 1D NO:27R AR N (%) TR S5 # 3k i N AL FE 2K,
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[0074] 1) L X 2 A (X A MR BT S (X
[0075) A% SR ) — A7 T - Ao il 4 3 1 B0, BLAGEZE T

(00761 a) A HUiA AL 55 U AR PR 8% , B 2% EEBEAEN-2IC-3im J7 7] - (& BBk n] A2 45 1
i BEHEAE E X IRk AllscFabslscPvii ik i B, Ho 5 N R 1 2 (s S R &, o
[0077] 1) Fr ik ] 28 45 K38 A %5 SEQ 1D NO:15,SEQ ID NO:16FISEQ ID NO: 17f¥JHVRs ,
HLEREANHVRA , AN T8 10t , 0, 1, 283N R L IR TR I A

[0078] i 1) Fri1E 5 X N TeGUEAE (X , H o O3 i R Tk ] AR AE BN AR AE L O L
[0079]  iii) Pridfe g X A 5 R AL IR AR L.234A, L235AFMP329G,

[0080]  b) BT oA C & W sk BUA i B R SR R B L 3 — MR BE AT AR S AR — AN R B 1E
SE SR, o

[0081] i) fridk i A5 45 #43F & SEQ 1D NO:18,SEQ ID NO:19FISEQ ID NO:20f¥IHVRs, 3t
HLEREANHVRA , AN T8 0, 0, 1, 283N R L IR TR I 4 A

[0082] 1) L X 2 A X A MR BT 2 (X

[0083] A% SCARIE 1) — N7 i 2 - Ao il 4 B 1 B0, BLAGE2E T

[0084] o) FIrid Ui 55 P Ak PR B , B 2% EEBEAEN-2IC-3im J7 7] (& BBk n] AR 45 1
i EHEE E X IRk AllscFabsls Pk i B, Ho 5 N R 1 2 (s e R &, o
[0085] i) ik ] AE 45 44 3F & SEQ 1D NO:21,SEQ ID NO:22F1SEQ ID NO: 17f¥IHVRs, 3t
HLEREANHVRA , AN T8 10t , 0, 1, 283N R IR TR I 4 A

[0086] i) B 1E 5 (X /2 A TgG U E X, Hrhr C- Ui R T LA A2 FE AN 7E , 9F L
[0087]  iii) Fridfe g X A &5 AL IR AR L.234A, L235AFMP329G,

[0088]  b) BTk oAt & W sk HUA S B, R SR R B L 3 — MR BE T AR S AR — AN R 1T
SE SR, o

[0089] i) ik ] A5 45 #3F 5 SEQ 1D NO:23,SEQ ID NO:24F1SEQ ID NO:25fIHVRs, 3t
HLEREANHVRA , A T8 10t , 0, 1, 283N R IR TR I 4 A

[0090] i) FridfEE X & N BETE E X B AR BETE E X

[0091] A SCARIE ) — A7 T2 - N a5 il 4 6 1 B0, BLAGE2E T

[0092] &) Flrid A 55 P Ak PR BB , B 2% EEBEAEN-2IC-3im J7 7] (& BBk n] AR 45 1
1 EHEAE E X ISk AllscFabalscPvii ik i B, H 5 NI ERER 1 2 (s e R &, o
[0093] 1) Bk AT AE S b R SEQ TD NO: 26010 4 7T A5 45 My iy \JEALTE R,

[0094] 1) T AL 52 Xt A LG UL X, e Gt S B B e T DA AP ZE B A7 2, 56 L
[0095]  iii) ik fe g X A &5 AL IR AR 1.234A, L235AFMP329G,

[0096]  b) BTk oA (& W sk B i B R SR R B 0 3 — MR BE T AR S AR — AN R BT
SE SR, o

[0097] i) ik AT AR LE R ESEQ TD NO: 27 ) S AT AE L ik ity A ALt

[0098] i) FridfEE X & N BETE E X B AR BETE E X .

(00991 A% SCARIE ) — A7 T 2 - Ao il 4 6 1 B0, BLAGEZE T

[0100] &) FFIRHU AL & 85— H B G , ik 55— 0 P A B AEN- I C— 3 1) b 7 A e o]
AR E Ry I, A IE S X RSk MllscFabalscFv il b By, H 5 N R R A 2 R 45 5
Hors
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[0101] 1) Frik A] A8 45 K30 27 SEQ ID NO:15,SEQ ID NO:16#1SEQ ID NO:17f¢HVRs , H:
HHAEREANIVRA , AT A7 4,0, 1, 280 34N S FE R ik e 4 4 38

[0102] i) priddE e X & N TgGLE E X , HHh C— iy it 2 iR ik 5 ] AAFAE BANEAE

[0103]  iii) piridifiE 5 X AL & R IEFR AR AL L234A, L235AFIP329G, I H.

[0104]  iv) ik E & X 4 & A IE IR AR AL T366WAIS354CHY 1 JE B A8 1K, T366S , L368A, Y407V
F1Y349C,

[0105]  b) ATk PUiAREL & 28 —upRk s , T id 58 — B ik 5 B 7EN- 22 C-ai 77 1) b0, 2 S T
AR E P A B e X, Hoh

[0106] 1) Pk A] A8 45 K30 27 SEQ ID NO:15,SEQ ID NO:16#1SEQ ID NO:17f{HVRs , H:
HHAEREANIVRA , AT A7, 0, 1, 288 34N S FE R ik S 4 4 38

[0107]  ii) prif e e X & N TgGLE E X, HH C— i it U iR ik 5k ] AAFAE BANEAE

[0108]  iii) firidiiE 5 X AL & R IEFR AR fLL234A, L235AFIP329G, Ff H.

[0109]  iv) 4n 356 —Puik 5B & & SE IR AR 1h T366S,1L.368A, YAOTVAIY349C, M fr ik fe 2
X AL & S FEIRAZ L T366WAIS354C, B E , i3 — PR HFE A & 2 FE IR AL T366WAIS354C,
T B i 18 5 X, 2 B R AR Ak T366S , L368A, YA0TVANY349C,

[0110] ) Frik Hifis (0 & PO SR PUIR R B8, W R B — N R i T AR s A S — AN R e
JE S RIE, Horp

[0111] i) Frik m] A8 45 #4386, 2 SEQ ID NO:18,SEQ ID NO:19#ISEQ ID NO:20ffHVRs, H:
HHAEREANIVRA , AT A7, 0, 1, 288 34N S IR ik S 4 24 28

[0112]  i1) FridiE e X 2 N2 BEfE 2 X s NMVREEIE E X

[0113]  ARSCHRIEM — A J7 TH R P N a- Sl 8 B fudd , FRFIEZE T

[0114] &) TR PuiR o & 58— PuAR Bk , BT i 55 — P Ak B B AEN- 21 -3 7 ) b0, & B m]
g g e ek L B 5E (X Bk Sk AllscFabalscPv AR A B, Ho 5 NBERK IR 1 2 (R 45
Hrp

[0115] i) ik A AR 45 #3840, 27 SEQ ID NO:21,SEQ ID NO:22FISEQ ID NO:17fJHVRs,
HAEREANIVRA , AT A7, 0, 1, 280 34N S IR ik S 4 4 38

[0116]  i1) pridfE e X & N TgGLE E X, H o C— iy it U iR ik 5k ] AAFAE BUANFAE

[0117]  iii) fridE e X A& R IEFR AR AL L234A, L235AFIP329G, I H.

[0118]  iv) FrikE & X 4, & A IL IR AR AL T366WAIS354CHY 2 JL B A8 K, T366S , L368A, Y407V
F1Y349C,

[0119]  b) ATk PUiARE & 28 —HrpRk s sE , T id 55 — Bk 5 B 7EN- 22 C-ui 77 1) b0, 2 S mT
AR E R A B e X, Hoh

[0120] i) Fpik A AR 45 #3840, 27 SEQ ID NO:21,SEQ ID NO:22FISEQ ID NO:17fJHVRs,
HHAEREANIVRA , AT A7, 0, 1, 280 34N IR ik S 4 4 38

(01211 i1) pridfE e X 2 N TgGLE E X, HH C— i it 2 iR ik s ] AAFAE BUANEAE

[0122]  iii) piridfE s X AL & Z IR AR AL L234A, L235AFIP329G, I H.

[0123]  iv) Gn 356 —Puik 5B & & SE IR AR 1L T366S, 1L.368A, YAOTVAIY349C, M fr ik e 2
X AL & S FEIRAZ L T366WAIS354C, B , i3 — PR HFE A & 2 IE IR AL T366WAIS354C,
FE TR E 52 X A& R L FR AR L T366S,1L.368A, YA07TVAITY349C,

10
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[0124]  ¢) Frid Hufd & PI SR PURTRBE , B SR e B 8 — N B P AR A IR — AN i e
SE LRI, Horh

[0125] i) Frik Al A8 45 M3k A0 77 SEQ 1D NO:23,SEQ TD NO:24HISEQ TD NO:25(HVRs , 3
A REANHVRA, R T, 0, 1, 28 34N S SE B AR IE Tk AT

[0126] i) FTRTEE X /& AR HEE & X BANRHEEE X

[0127]  RSCHRIER)— A D7 TR P Na- Rz R APk, AFIEE T

[0128]  a) A Hodcfo & 55— Pk E 5, BTk 28 — B L BEAEN-FC-3i 7 ) b0 & ]
AR gk Fed, | B BEE B X KRSk Ml scFabil scFv iR B B, Ho 5 NESE A 2R Rk 4 &,
Horp

[0129] i) BTk AT 4B 45 f4 S SEQ D NO = 26 6 T A8 48 M3 ity APk TE K

(0130] 1) i o 5 (X A2 A TG UE RE X, 36 o C—3 A B e 2 T LA AE R A7 2

[0131]  iii) AT e e X 0 & Z AR MR AR KL 2344, L235AFIP329G, F H.

[0132]  iv) il E X AL & 2 R R AR AL T366W MIS354CH 2 F A8 AL T366S , L368A, Y407V
AY349c,

[0133]  b) AR Hodefo & 58 Pk 5, BTk 28 — Huid EREAEN-ZC-3i /7 ) b0 & ]
AR G RE SUR B P X, HoH

[0134] i) FTiR Af ARSI SEQ 1D NO = 2611 G ] 25 45 Myssk i1y A\ ST X,

[0135]  11) FFridt i DX f&t A TgGUIELRE X , oy C=3i it e e e ik T LA AL AT AE

[0136]  iii) Ak e X AL E LR AF 1K L2344, L235AFIP329G, I H.

[0137]  iv) AR 2 —Hi ik BB & SRR AL T366S, L368A, YA0TVAIV349C, I firik 16 5
X 0 £ S SRR A L TS66WAIS354C , B , IR 55— U Mo 5 S MR A8 1K T366W RIS 354C
FE T 18 5 X AL A 2 LR A1 T366S , L368A, YA0TVAIV349C,

[0138]  c) Arid B & PIAR IR BE , B SR e B 8 — N B P AR A IR — AN i e
SE LRI, Horh

[0139] i) FT iR Af AR L A3 SEQ 1D NO= 27 1) G ] A5 45 Mg sk iy A Sk T X,

[0140] i) AR TEE X /& AR HEE & X BANRHEEE X

[0141]  FE—ANSLjiti )7 R, R R MR A & NGBk B 2 AR B v Bt & 3 % v AR 46 Mg ek
IR ] AR 28 M3, BT I E 4 R AR £ M4 SEQ TD NO = 56119 B B nJ AR 45 3 i) N IR AL T
2, I HL TR A B T AR 45 My B2 SEQ TD NO = 57148 4% 7T A 45 M ity A\ UL T 2K

[0142]  YEFTAA B 7 TH 1) — /NSt 77 R, AT fidk

[0143] 1) FHI R ORI J I 200 it o= SR fid i B 1 5 S I 4 I B 1, A/ B

[0144]  11) FHI 5 5 A N a— T M A 1 7E A 22 0 R 40 422 52 I 4 2 T F 4 i — 38— &4 . 1)
i, A1/ X

[0145]  i11) 98/ NP O 40 P o T A%t 1 -5 5 10 R SR S 1%, #1/ B8

[0146]  iv) Rt 25 & B A I 55 (N-3i F B 2 IR AR B i - Rl R B, HF EA 5 R A&
Y Nty FE 8 2R e i P o~ TR A A% B 1 R e M 2

[0147]  ARSCHRIER)—AJ7 RS T4 & Na- iz R A P, b prid difk

[0148] 1) FUHIFRES 0 FI#0 R J I 200 it o= SR fid i B 1 5 S IR 4 IR B 1, A/ B0

[01491 i) 4| 3 SR A4 N o= SR kA 2 19 £ 400 8 0 R 228 Uit 400 -z 1) 110 240 i — 38— 4 P )

11
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fE38 , F /5%,

[0150]  ii1) e/ N Jo 4 i v a— R i B 3 -5 = () DR R i 3 TR 12k o

[0151]  FE BT A J5 T FH S i 75 8 1 — AN S it 7 2o, BT il N\ #2870 40 i 72 52 DU 34 2 45 |
1) ik Rk v—my ¢ 1N A i SR YR PRI MY 2R o 7 BT T ARSI it 7 S — AN SE it T e, BTid
NAHE e B & Lund A A i (LUHMES) 41 .

[0152]  FE—/MSEji g S Hp , BTl ok IR B 1 vl 1 2 PO R B i 3 R/ B P R B P g 74 12k o
[0153]  FE—/NSji /7 0, Bk budk FTa 7 R Al 2 1 i

[0154]  FE— NS )7 E 0, ik ok T 167 IE S 270 .

[0155]  FE—ANSLitify S+, iR PuAA 2 RN D RE UTER I o 7E — /N SE it 7 S, Frid Pidk
BT DR

[0156]  FE—ANSLit 7 S, iR Puikds 7P 45 & B & L B2 17 51 GKNEEGAPQEG (SEQ TD NO:
01) 2 i Ak o

[0157]  {E—A st 7 Zrf , Frid Piik BB /N T 10 ME KT 10 M 45t B N a8 fir %
AWM AR

[0158]  FE—/NSLji /7 &, R Bk e R 45 & SR RN SR SR AR I N - Sl i% B T

[0159]  7E—ANSLhtE /7 b, Frik YUk 78 B 55 il AR 45 #4385 SEQ 1D NO: 02-04fHVRs H.
FE R4 ] AR 45 M)A 5 SEQ ID NO: 05-07 (I HVRs

[0160]  7E—ANSLjfa 7 &, Frid Pk 78 5 4 v AR 25 #4361 27 SEQ 1D NO: 08, 09 A10411)
HVRs HL7EF8E n] AR 25 #3861 & SEQ 1D NO: 10-12f¥HVRs

[0161]  FE—Asiiti 7 S, BTl TR 6 & HSEQ 1D NO - 132H fi 1) B8 4 v A8 45 44 3 A £
SEQ 1D NO: 14%H il 1 4 ] AR S5 3k

[0162]  FE—ANSEiti s S, Frid A i@ ¥ L & HSEQ 1D NO: 132H fst ff B 4 m AR 25+ 35
FTHISEQ 1D NO: 142H B 2 55 v] A8 25 W3 oAk NI T 3R 15

[0163]  E—ANSEjiti 7 &, iR Pridc 2 N IS ol , I B 75 5555 ) A8 245 /486 75 SEQ
ID NO:02-04f"HVRs, HAE 55 A AL 45 M3 AL SEQ ID NO:05-07HJHVRs , HH , 7E 5 NHVR
H, 2 B 3G TR ] DA g

[0164]  FE—ANSEjiti 7 9, Frid Pridc2 NIRRT ol , 3 B 75 5155 i) A8 245 #4806 75 SEQ
ID NO:08,09F104 1 HVRs H7E 545 n] A2 45 #3880 2 SEQ 1D NO: 10-12fHVRs , v, FE 454
HVRH , 2 28 3N FE TR R FE v A i 2%

[0165]  #E—/NSELjiti 7 Z 9, iR o id e NS4k g uid, ¢ HE 55 n] A8 25 M3k U5 T B SEQ
ID NO: 132H B B 8% m] AR 25 M3, HARBE vl AR 25 M3k IR T HH SEQ ID NO = 144H i I e ]
AR BRI

[0166]  fE—ANsj =, Frid itk SR S8 5 SEQ 1D NO: 15-17[HVRs HAE R B (U
4SEQ TD NO: 18-20f*HVR s FiA 4 &5 FH R 1 47

[0167]  fE—ANsjr R, Frid itk 5E S8 5 SEQ 1D NO: 21,2211 7(¥HVRs H 7R %
FEAL 5 SEQ ID NO:23-25HVRs (K ik 45 & Al E ) R 47 .

[0168]  7E— st /7 b, BTl iR & HSEQ 1D NO: 2641 Jli 1) 25 4 v A8 45 4 35 A1 £
SEQ 1D NO:274H i 1 4 ] AR S5 3k .

[0169]  FE—ANSEiti Ty S, Frid P id i ¥ AL & HSEQ 1D NO: 262H fit ff B 4 m A8 25 74 33

12
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FTEISEQ 1D NO: 2740 B i) 2 55 v AR 25 Myl ok N IRAL SR A

[0170]  FE—ANSEjiti 7 9, Frid Puidc 2 N ISR ol , 3 B 75 5555 i) A8 245 #4806 7 SEQ
ID NO:15-17fJHVRs H 7E 555 o] A2 25 #3860 % SEQ 1D NO; 18-20JHVRs , HHr, FERENHVR
H, 2 B3GR R R ] DA g

[0171]  FE— NSt 7 9, Frid o NIRRT ol , 3 B 75 5155 i) A8 245 #4806 7 SEQ
ID NO:21,22F01 7THIHVRs H 7R 555 n] A8 45 #3860 #7 SEQ 1D NO:23-25f0HVRs , Horp, FEREAS
HVRH , 2 28 3N FE TR VR FE v A i 2%

[0172]  FE—/NSLiitir Z 9, Frid o ik N4k i uid, ¢ B E 55 n] A8 25 M3k U5 T B SEQ
ID NO: 264 B 1 H1 ik ] AR 45 K3, 42 5 m AR 25 F 38R IR T HHSEQ 1D NO - 274H i) 42 5 vl A%
SERIIE

[0173]  fE—Asi iy =, Frid itk SR S8 P A5 SEQ 1D NO:28-30JHVRs HE 55
1414 SEQ 1D NO:31-33fJHVRs I PR 45 & HH IR ) 7

[0174]  FE—ANSi 7 R, Fridbuik 578 S48 & SEQ 1D NO:28, 34 F130/HVRs H.7E
B2EE A ESEQ 1D NO: 35-37HIHVRs [ Huid gt & Al E I R A .

[0175]  #E—ANsiiti 7 S, BTl PraR 6 & HSEQ 1D NO = 384H it 1) B8 4k ] A% 45 44 3 Al £y
SEQ 1D NO:394H fli [ 4 55 vl AR 45 Ry 358

[0176]  FE—ANSEit 7 S, Frid A i@ ¥ AL & HSEQ 1D NO: 382H fit ff B 4 my A8 25 74 33
FTHISEQ 1D NO: 392H B 1) 2 5% v] A8 25 Ry () oAk NIk T 3R 15

[0177]  FE—ANSEjiti )7 9, Frid o2 NIRRT ol , 3 B 75 5155 i) A8 245 /4806 5 SEQ
ID NO:28-30f"HVRs, HAERHE A AR 45 M3 AL SEQ ID NO:31-33[HVRs , H b, 7E B NHVR
H, 2 B3GR AR ] DA R

[0178]  #E—ANSLjiti )7 9, Frid Puidc 2 NIRRT ol , 3 B 75 5155 i) A8 245 #4806 7 SEQ
ID NO:28,34F130f{JHVRs , H 7F 4% 7] A5 45 My 38 £0 47 SEQ ID NO:35-37(¥HVRs, Hrp , 7E A
HVRH , 2 28 3N FE TR R FE v A i 2%

[0179]  FE—/NSLiitir Z 9, iR o id e NS4k g uad, ¢ HE 55 n] A8 25 M3k U5 T B SEQ
ID NO: 382H R 1 H 5% v AR 25 M3, HLARBE v AR 25 M3k IR T HH SEQ 1D NO = 394H i [ e m]
AR BRI

[0180]  7E—ANsj /5 B, Frid LiRds T4 & TR 47 4k Na- iz B A, I HAEE &3k
JR A2 Na- Rk H o

[0181]  FE—/NSji /7 S+, BT Bu A48 & 381 if i o i 2 AR AR B I

[0182]  FE—ANSEHti 77 22 M, Frih ifu fisi B [ 2 MR AR L Ry S 45 -5 LRPL L LRPS . N kR
AR R B A K R T2 R R s B

[0183]  FE—/NSiLji /7 &, R o 2 5 v P i

[0184]  FE—/NSji /7 S&H , B Buidc e NI R PT AR Bk & Pk

[0185]  #E—/NsEifi 7 rf, Ik Buik & 45 & N a5 AZ & A ik A B, 9+ H

[0186] 1) FMatl] N AHZE S0 RN B 0 40 B HH o S Al A% B 1 15 I Al M =k, A/ B

[0187] i) fHlitl] % A N a— S ik B [ 70 41 28 0 RN 28 J50 o 241 -2 (1] £ &40 e — 380 — 441 e 1)
&3, F /5%,

[0188]  iii) e/ N Ju 4 v a— R il B -5 3 () DR OR i T TR 12k

13
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[0189]  FE— NS /7, ik ffg 2

[0190] &) N3KTgGL )4 KHifk, ol

[0191]  b) N 2RIgG4M 4= K Pk, ok

[0192]  ¢) NWKRIgCIHAKpufk, HARAEL234A,L235AHIP329G,

[0193]  d) AWESETeGAM) K Piif, HATHRALS228P, L235EMP329G ,

[0194] &) NI TGIRY A=K IR, (EPI %k EBEH R A RAZL234A, L235AKIP329G, /£ — 4%
HEH A RALTI66WAIS354C, JF HAERS B 1 55— 2 HAE P H AT RALT366S , L368A, Y407V
FY349C, 5%

[0195]  £) AW TgGAR) & KIilk, 7E P12k ELE h HAT RAZS228P, L235EMIP329G, 7E— 2%
HHE B A RAET366WHIS354C, IF HAE S H 1) 5 — s HAEh HA RAET366S,L368A, Y407V
H1Y349C.

[0196]  ARSCHRIE I — N T2 Hi- Nl 8 F Pig , FARFIEAE T

[0197] &) PR Hui (o & P Sk Puik Bk , f ok B A0 & — AN EE B ) AR 45 M3 AN — A B 1
EIX, Horp

[0198] i) frik A AR 45 #1860, & SEQ ID NO:02,SEQ ID NO:03FISEQ ID NO:04ffJHVRs,
HHAERE VR, AR R T4, 0,1, 280 SR LR PR il i 28

[0199] i) PFrik e sE X & NTgGUE E X, Hrpr O i i 2 BR ik 25 7] LAAFAE AN AE , IF B
[0200]  iii) PfradifiE € X AL 7 2 2R AR A L234A, L235AFIP329G,

[0201]  b) Prk HuAR (& W SR PUiR R , B o i B 00 & — DR B T AR 45 M I — AN i E
JE SR, Horp

[0202] i) fifridk w] AR 45 448 A9, 47 SEQ 1D NO:05,SEQ ID NO:06A1SEQ ID NO:07{JHVRs , H
HHAEREPMHVRA , AR R T4, 0,1, 280 SN R IR i e 38

[0203]  ii) FridfEE X 2 AR B E X B AMVREEE E X,

[0204] JfH.

[0205]  ¢) ATk Ptk

[0206] 1) $HhI N #5022 o AR 28 I 4 L H o— SR il i B 10 75 5 1) A R 12k, /B

[0207] 1) #Uat) S SR AAR N a— TR sz £ 10 A A9 0 0 RH A 48 g Jofd 24 o -z 1) 4D 40— 380 20 R P
&34, /8%

[0208]  iii) /> NFHEE TCANME P a— Rl B -7 S RO DL R B A B 1

[0209]  ASCHRIE I — N T & Hi- N -l 8 F Pk, FARFIEAE T

[0210] &) ATk Ui (0 & P Sk Uik B , f 2k e A & — AN EE A ) AR 45 M AN — A B
EIX, Horp

[0211] i) Frik A AR 45 #1860, & SEQ ID NO:08,SEQ ID NO:09AISEQ ID NO:04fJHVRs,
HHAERE VR, AR R T4, 0,1, 280 SR IR R il i 28

[0212] i) PFrid e sE X & NTgGUE E X, Hrpr O i i 2 B ik 25 7] LAAF AE AR AE , IF B
[0213]  iii) k€ X AL 2 JE R AR A L234A, L235AHIP329G,

[0214]  b) Prk HUiR & W Sk PUiR R, B oA R B0 & — DR BE AT AR S M I — AN i E
JE S R, Herp

[0215] 1) Piridk i) A8 45 M3 0. 27 SEQ ID NO:10,SEQ ID NO:11FISEQ ID NO:12f¢HVRs , H:
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HFERRNHVRA, AR T 01k, 0, 1, 280 3N U TR AR I 4 i
[0216] i) FridtE e X e AxBEfE E X B AN E X,

[0217] 3t H

[0218]  ¢) ik itk

(02191 1) $HH A\ PPZE TC RN I J5 40 P o~ R A £ 9 5 5 A0 4 R 242, A/

[0220] 1) 00l S SR A N oS i 2R 19 AR A28 70 A 48 150 o 4 o 1) 10 4 e — 81— 4 L )
i , Fl/ 5L

(02211 i) J/b N o Hh a- S B 3 -5 3 U DR B L I 1

[0222]  ASCHRIER)—ANJT T2 Bl Na- T & A ik, HAHEET

[0223]  a) FrikHufd L & WISk DuiR % , B 00 B L & — > S B m] AR S MR — A FL B
SEIX, Horp

[0224] i) PR AT AR S5 I SEQ 1D NO: I3[R N (%) TR S5 # Ik i N AL TR 2K,

(02251 §1) Fri{E 5E X A\ TeGUERE (X, H o O3 i S R Tk i ] AR FE BN AR AE L O L
[0226]  iii) Pirid{E & X AL S 24 R AR 1L 1.234A, L235AFTP329G,

[0227]  b) PridHiih B & PIsk DU B , o B B 0 & — MR BE T AR 45 M OM — D A 1E
SE SRR, Hor

[0228] i) ik AT AR &5 A SEQ 1D NO: 14f AR N (%) T AR S5 # Ik i N AL FE 2K,

[0229] i) pridti e X fe A xR BEfE & X s AN BT E X

[0230] JfH

[0231]  ¢) ik itk

[0232] i) $HH A\ PPZE TC R I J5 40 P o o= R A £ 19 5 5 A0 4 R 44, A/

[0233] 1) Al S SR A N oS i 2R 19 AR A28 70 A 48 150 o 4 e - 1) 10 4 e — 81— 40 L )
i , Fl/ 5L

[0234] i)y b N A o Hh oS A% B 1 -5 3 U IR B L BRI 1

[0235]  ZRSCHRIER)— AT T2 Bl Na- T & A ik, HAHEE T

[0236] o) FrikHufd L & WISk DUiR %, B0 B L & — > S P AR S M R — A FL B
SEIX, Horp

[0237] 1) Frik ] A8 45 K38 A %5 SEQ 1D NO:15,SEQ ID NO:16FISEQ ID NO: 17f¥JHVRs ,
HFERRNHVRA AR T 01k, 0, 1, 28k 3N U R AR I 4 i

[0238] i i) g ELE [X R A\ TeGUERE X , 3L oh C- 3 B e 2 T LA LA A7, 5 L
[0239]  iii) Pridfe e X A & R AL IR AR 1.234A, L235AFMP329G,

[0240]  b) Prid i & PSR DU B , B o B B 0 & — MR B T AR 45 M ON — A 1
SE SRR, Hor

[0241] i) ffrik i A5 45 #4365 SEQ 1D NO:18,SEQ ID NO:19FISEQ ID NO:20f¥IHVRs, 3t
HFERRNHVRA AR T 01k, 0, 1, 280 3N U R R AR I 4 i

[0242] i) pridfE e X e A xR BEfE & X s AN E X

[0243] J:H

[0244]  ¢) FridHifk

[0245] ) $HH) A\ P22 T IR I 5 40 P o o~ SR Ao £ 19 5 5 A0 4 R 244, A/
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(02461 1) 0l S 5 A N a— TR A% 2R 19 AE A28 70 A48 150 o 4 e o 1) 10 4 e — 81— 40 L )
i, F1/8K

(02471 1i1) Jgi/b ARG U AN o= SR filih £ B 175 5 AR DR R 2 1 R 12

[0248] A SCHRIER)—ANJT T2 Bi- Na- T &R A ik, HAHEET

(02491 a) FrikHuid L & Wi sk DUiR 5% , B 00 B L & — > S m AR S M R — A FL B
SE X, e

[0250] i) ik T A8 45 #3540, £ SEQ ID NO:21,SEQ ID NO:22HISEQ ID NO: 17fHVRs, 3
HEAEANHVRA, AMRHR TR, 0, 1, 2834 S SE FR TR S5 i T

(02511 §1) Fri 4 5E X N TeGUERE (X, H o O3 i S R Tk ] AR AE BN AR AE L O L
[0252]  iii) Pridfe e X A 5 AL IR AR 1.234A, L235AFMP329G,

[0253]  b) Prid ik & PIsk DU B , o e B 0 & — MR BE T AR S5 M ON — D A 1
SE R, Hor

[0254] i) Frik A] A8 45 Ik A0 57 SEQ D NO:23,SEQ TD NO:24FISEQ TD NO:25(HVRs , 3
HEAEANHVRA, AR T, 0, 1, 28834 S SE FR TR B4 i T

[0255] i) FriktE e X fe A xR BEfE E X B AN BT E X

[0256] 3:H

[0257]  ¢) Frid itk

[0258] i) $H] A\ PZE T IR I JoT 40 i o o~ SR A £ 19 15 5 A0 4 R 4, A/

(02591 11) 41001 5 58 A N =R fih A% B 19 £ o 448 0 AL Ao 44 150 J 4 i 1) P 4 D — 21— 4 i )
i, F1/8K

[02601 i1 1) Jdi/ NAEE oAl oS ik B -5 3 (1 DR K B 1 B 12k

[0261]  ASCHRIER) —ANJT T2 Bi- Na- T & A ik, HAHEET

[0262]  a) FrikHufd L & WISk DUiR %, B 00 SR L & — > S m] AR S MR — A FL B
SE X, e

[0263] i) Frik AT AR &5 A SEQ 1D NO: 26f(99E N (%) TR £ #3sk i N AL FE 2K,

[0264] i) Frid e e X /& AN TgGUERE X, 3 rp C-am s Bk 56 f A7 AE BN AE, I L
[0265]  iii) Piridv{E € X AL & 24 R AR 1L 1.234A, L.235AFIP329G,

[0266]  b) Frid LB & PSR DU B , B o B B 0 & — MR BE P AR 45 M OM — D A 1
SE SR, Horp

[0267] i) Bk AT AR &5 A SEQ 1D NO:27R AR N (%) AT AB £ # 3k i N AL FE 2K,

[0268] i) FriktE e X e AxiBEfE E X B AN BT E X

[0269] 3:H

[0270]  ¢) FridHifk

(02711 1) $H NP T IR I J5 40 P o o= SR A £ 19 5 5 (0 4 R 44, A/

[0272] 1) 0 S SR A N oS i 2R 19 AR A 22 70 A 48 150 o 4 o 1) 1% 4 e — 81— 4 L )
i, F1/85

[0273] i) Jgi/ NAREGE oAl oS ik i -5 3 (1 DR R B 1 B 12k

[0274]  ARSCHRIER)— AT T2 i~ Na- T & A ik, HAHEET

[0275] o) FrikHufd L & Wi sk DuiR %, B0 B L & — > S m AR S MR — A FL B
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SE X, Horp

[0276] i) FTid i) AR 45 #448 £, 47 SEQ ID NO:28,SEQ ID NO:29FISEQ ID NO:30f{HVRs, 5
HEREANHVRA, AMRHR T, 0, 1, 288 34N S SE FR TR B4 i T

(02771 §1) Frd4E 5E X N TeGUERE (X, H o O3 i S R Tk ] AR AE BN AR AE L O L
[0278]  iii) PrikfEE X A& &AL MRAL 1L L234A, L235AFP329G,

[0279]  b) Pk Hifd Gl & P 2% PUIR B B , B 0 B A 8 — MR T AR S M UM — N i e
SE AR, Horp

[0280] i) FTi A A8 45 #3840 5 SEQ 1D NO:31,SEQ ID NO:32HISEQ ID NO:33f¥HVRs, 3t
HLEREANHVRA , AN T8 10t , 0, 1, 283N R L IR TR I 4 A

[0281]  ii) P fE € X 2 N HEIE € X B A\MR R E X,

[0282] 3fH

[0283]  ¢) firidhifA

[0284] 1) ik N\ AL 70 AR I S5 200 D v o= SR ik £ 190 5 ) 2 B 4, A/ B

[0285] i) 0I5 5 A N a— SR fidi A% 2 19 7 #0408 T AT A48 1 5 4 i 22 T £ 4 i — 21— 4 P )
i, F/8K

[0286] i)y NAEE oAl oS ik i -5 3 (1 DR R B 1 B 12k

[0287]  ASCHRIER)— AT TR P N Tl 8 F Pk, HRHIEE T

[0288] &) PR B & W 26 DR S % , A3 2k R 0 — AN LBk T AR 5 A R — A S AR
SE X, Horp

[0289] i) ik i A5 45 #3F 5 SEQ 1D NO:28,SEQ ID NO:34F1SEQ ID NO:30f¥IHVRs, 3t
HLEREANHVRA , AN T8 0t , 0, 1, 283N R FE IR TR I 4 A

[0290]  ii) BT fE € X 2 N 1gGLIEE X, oo C- i it 2 BR ik Ak I DAAEAE BUANAEAE , I HL
[0291]  iii) PrikfEE X A& & AL MR AL 1 L234A, L235AFIP329G,

[0292]  b) ik Hifd 6L & P 2% PR B B , B R B A 8 — MR B T AR 5 My UM — N i e
SE AR, Horp

[0293] 1) Fr ik i A8 45 #9355 SEQ 1D NO:35,SEQ D NO:36A1SEQ ID NO:37[¥JHVRs, 3
HFERRNHVRA AR T 01k, 0, 1, 280 3N U R TR AR I 4 i

[0294]  ii) P € X 2 N iR HEIE E X B A\MR R E X,

[0295] 3fH

[0296] ) firidbifA

(02971 1) i AL 70 AN 22 11 I 200 D v o= SR ik B 10 5 ) 2 2, A/ B

[0298] i) 0I5 5 A N a— SR fidi A% 2 19 7 #0408 T A1 A48 1 4 i 22 T £ 4 P — 21— 4 i )
i, F1/85

(02991 i) Jgi/ NAEE oAl oS ik B -5 3 (1 DR R B 1 B 12k

[0300]  ARSCHRIE R — ATy TR Pi- Na- Tl 8 F ik, HORHIELE T

[0301] &) iR B & W 26 DR S 5% , A3 2k R — AN Bk T AR 25 A B A — A S AR
SEX, Horp

[0302] 1) Airik Al A £ 4k SEQ 1D NO: 38R (%) I AR 45 Mgy N4k T X,

[0303]  ii) P tEE X2 N TeGIIERE X, Herh C-dii i 2 B ik Jk I LAAFAE B AN AE , I H.
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[0304]  iii) PrikfEE X A& & AL MR AL 1L L234A, L235AFP329G

[0305]  b) ik i L& P 2% PR B B , B 2 B A 8 — MR T AR 5 M UM — N i e
SE S eI, Herp

[0306] i) i AT AR &5 A SEQ 1D NO:39f AR N (%) AT AB £ #y sk iy N AL FE 2K,

[0307]  ii) BTt € X 2 N R BEAE E X B A\MR R E X,

[0308] 3fH

[0309] ) firidhifA

(03101 1) ik N\ P22 70 AN 22 11 S5 200 D v o= SR ik B 190 5 ) 2 i g 4, A/

(03111 i) )58 S A N\ o= SR fidi % A 19 7 #0408 T AT A 4408 50 4 i 2 T £ 4 P — 21— 4 e )
eidds , 1/ 5

[0312] 1)y A A JO A Hh a— S i A% i 1 -5 5 A DB R B2 A T 1k

[0313]  ASCHRIE R — ATy TR Pi- N Tl 8 F Pk, HRHIEE T

(03141 a) B HUIA AL &5 DU AR PR BB , B 2% BEBEAEN-2IC-3im J7 7] (& BBk n] A2 45 1
I EHEAE E X kL Al scFabElscFvhL iR B, Fo 5 NI kil B 2 fie S o, Horp
[0315] 1) Ff ik ] A8 45 #y3K  5 SEQ 1D NO:02,SEQ TD NO:03FISEQ ID NO:O04[¥JHVRs, 3
HEAEANHVRA, AMRHR T, 0, 1, 288 34N S SE FR TR B4 i T

[0316] i) FridtE e X /& ATgGUIE E X, o G- it 2 MR ik & ] AAF AEBUANAEAE , JF H.
[0317]  ii1) ATl E € X AL & 24 R AR 1L 1.234A, L.235AFTP329G,

[0318]  b) ik Hifd L& P 2k PR B B , B R B A 8 — MR T AR 5 M UM — N i e
SE S eI, Herp

[0319] 1) Frik W] A5 45 #38 A0 2 SEQ ID NO:05,SEQ ID NO:06HISEQ ID NO:O07f{HVRs , H:
HEAEANHVRA, AR T, 0, 1, 2834 S SE FR TR S5 4 i T

[0320]  ii) BT € X 2 N iR BEAE E X B A\MR R E X,

[0321]  3fH

[0322] ) firid itk

[0323] 1) i LR 70 AR I S5 200 D v o= SR ik B 190 5 ) 2 e 4, A/ B

[0324] i) 0I5 5 A N\ a— SR fidi i 2 19 1 040 T AT A48 11 I 4 i 22 T £ 4 i — 21— 4 i )
eidds , F1/ 5

[0325] 1) /b AAhEe JO A A Hh a— e i A% i 1 -5 5 A DR R B2 iV 1k

[0326]  ARSCHRIE ) — AT TR P Na- Tl 8 F Pk, HRHIEE T

(03271 a) A HUMA AL &5 DU AR PR B , B 2% EEBEAEN-2IC-3im J7 7] (& BBk n] A2 45 1
I B EEAE E X Ik Sk Al scFabEliscFvhL iR B, Fo 5 NI kil B 2 Ace S o, Horp
[0328] 1) FFik W] A5 45 K38 A0 2 SEQ TD NO:08,SEQ ID NO:09HISEQ 1D NO:O04f{JHVRs , H:
HFERRNHVRA, AR T 01k, 0, 1, 280 3N U R TR AR I 4 i

(03291 i1) pirid e X A& A TgGUERE X, 3o p C-dm s Bk 56 vl A7 AE BN AE, I L
[0330]  iii) FrikfEE X & & AL MR AL 1 L234A, L235AFP329G,

[0331]  b) ik Hifd Gl & P 2% PLIR B B , B R B A 8 — MR B T AR S M UM — N i e
SE S eI, Herp

[0332] i) Frik m] A8 45 #9380, £-SEQ 1D NO:10,SEQ ID NO:11HISEQ ID NO: 12f{HVRs , 3%
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A REANHVRA, R T, 0, 1, 28 34N S FE R AR IE s AT
[0333] i) prikfE e X e AxBEfE & X B AN BT E X

[0334] 3fH

[0335]  c¢) Frik itk

[0336] 1) ] NP2 T AR I o 40 P o o~ SR A £ 19 5 52 A0 4 R 242, A/

(03371 i) I 5E 5 A N a— SR fidi A% 2 19 7 #0408 T AT A48 10 4 i 22 T £ 4 i — 21— 4 P )
i, F/8K

[0338] i)/ AP TCdi i a- Ttz & -1 DR B L BV 1k

[0339]  ZARSCHRIER)—ANJT T2 Bi- Na- T A% & A ik, HAHEET

[0340] &) FriRHUAREL & P S DU B B , B9 20 R AEN- R C-3 7 ) B0 7 B ml AR 45 44
i EEEAE E X kB SL Al scFabalscFvhL iR B, Fo 5 NI kil B 2 Acke St 4 o, Jorp
[0341] 1) FTiR AT AR5 #4382 SEQ ID NO: 131 % W] AR 45 Mtk 19 A ik T X,

[0342]  i1) PradtEE X2 AN TeGIERE X, Herh C-dii i 2 B ik Jk I LAAFAE AN AE , I H.
[0343]  iii) ik fEE X A& & AL MR AL 1 L234A, L235AFP329G,

[0344]  b) ik Hifd 6L & P 2 PUAR B B , B 20 B A 8 — MR B T AR S M UM — N i e
SE S eI, Herp

[0345] i) BTk AT 4B 45 FA4 S SEQ D NO = 1AfK) 6 AT A8 45 My3s ity A S5k TE K

[0346] 1) FridtE e X e AxBEfE E X B AN E X

[0347]  3fH

[0348]  ¢) FridHifk

(03491 ) $HH A\ P2 e R I 5 40 P o~ SR Ao £ 19 5 5 (0 4 R 44, A/

(03501 1) 0] S SR Ak N a—SR i 2R 19 AE A28 70 R 442 150 o 4 e o 1) 10 4 e — 81— 4 L )
i, F1/8K

(03511 i) Jgi/ NAEE o il Hh oS ik B 1 -5 3 (1 DR K B 1 R 12k

[0352]  ZRSCHRIER)—ANJT T2 i Na- T &R A ik, HAHEE T

[0353] &) FTa i i &5 1 2% P44 B , 5 2% B REFEN-2IC—din J7 7] b A0 35 BB ] A2 45 4
i B EEAEE X kB Sk Al scFabElscFvhL iR B, Fo 5 NI kel B 52 Ace S 4 o, Horp
[0354] i) Ffrik A] A8 45 Ik A0 57 SEQ D NO:15,SEQ TD NO:16HISEQ TD NO: 17f#HVRs , 3
HEAEANHVRA, AMRHR T, 0, 1, 288 34N S SE FR TR B4 i T

(03551 i 1) i1 5 X A\ TeGUELAE (X , H o O3t i R Tk ] DA FE BN AR AE L O L
[0356]  iii) PriRfEE X & & HE MR AL 1L L234A, L235AFIP329G,

[0357]  b) ik Hifd L& P 2% PR B B , B R B A 8 — MR T AR G M UM — N i e
SE S eI, Herp

[0358] i) fridk [ A8 45 W3k 60757 SEQ D NO:18,SEQ TD NO:19HISEQ TD NO:20f#HVRs , 3
HEAEANHVRA, AMRHR TR, 0, 1, 2834 S SE FR TR S5 i T

[0359] i) P fE € X f& Ax i 1E 2 X B AMREEEE X,

[0360] 3fH

[0361]  ¢) ik itk

[0362] i) $HH N PPZE e R I J5 40 i o o~ SR Ao £ 19 5 52 (0 4 R 44, A/
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(03631 i1) i) S 5 Ak N o= R ik 2 19 A 4 248 G R 228 IS0 R 40 MR T ) 40 1 — 81— 24 L 4
i, F/8%

[0364]  i11) Jols A2 JEAR I b a— Sl A% o 1 -7 S I DE R B2 11 B 12

[0365]  ASSCHRIER — N7 I Hi- N R 8 A Bk, HRFIEAE T -

(03661 a) Flrid A 55 U Ak PR 8% , B 2% BEBEAEN-2IC-dim J7 7] (& BBk n] A2 45 1y
9 BELGEAEE X Ik dR Sk MlscRabsliscRvii i i B, B 5 N B ER A 2 (ks e i i, o
[0367] i) Frik Wl A8 45 #4350, 2 SEQ D NO:21,SEQ ID NO:22HISEQ ID NO: 17fJHVRs, 3
HEAEANHVRA, AMRHR TR, 0, 1, 2834 S SE FR TR S5 i T

[0368] 1) T H 5 (X A2 A TG UE R X, b C—3 i W e AT LA A7 BURAZ £ , 9 L
(03691 iii) Friffe e X & AR AL L234A, L235AFIP329G ,

[0370]  b) T b LA B 35 P 2 LA SR B , RS RBE AL — MR B T AR 2 MR — AN AR
SE SRS, Her

[0371] i) Frik Al A8 45 M3k A0 77 SEQ 1D NO:23,SEQ TD NO:24FISEQ TD NO:25(HVRs , 3
HEAEANHVRA, AR T, 0, 1, 28834 S SE FR TR B4 i T

[0372] i) P EE X f& Ax R 1E 2 X s AMREEEE X,

[0373] 3:H

[0374] ) Frikdifk

[0375] 1) 4] N PR TT AR i R A i v o SR il i 2 9 5 3 ) A0 D 242, A/

[0376] 1 1) i) S5 JE A N o= 5 i A% A 1 A0 48 70 R 28 152 o 240 L 2 TR ) 200 - 38 - 24 14
ik, F/8¢

(0377 111) kD AR SUAIE P o - S i B 1 1 3 B DR R B 3 TG 14

[0378]  ASCHRIER)— 7 T~ Na-R A% 8 A Hidk , HRFIEAE T -

(03791 a) Fri YU AL &5 DI AR PR B BE , B 2% EEBEAEN-BIC-3im J7 7] (& BBk n] AR 45 1
9 BLGEAEE X Ik Sk MlscRabsliscRvii i i B, B 5 N B ER A 2 (s e i i, o
[0380] i) ik AT AR 45 M2 SEQ 1D NO: 26[K) 4 AT AR 25 M ) AR AL T =K

[0381] i) FridfeE X /& A TgGUERE X, 3 p C-um s ik 56 f A7 AE BN AE, IR L
[0382]  iii) Piridv{E & X AL & AR AR 1L 1.234A, L235AFIP329G,

[0383]  b) Frid L iA B 5 P AR PLIA SR B , RS R BE AL & — MR B AT AR MR — AN AR
SE SRS, Her

[0384] i) BTk AT 4B 4t fA4 S SEQ ID NO: 27 () 6 T A8 45 M3 ity NPk TE K

[0385] i) Pfrid i e X f A fE 8 X s AMRBETEE X,

[0386] JfH

[0387] ) frikdifk

[0388] 1) 1] A\ P TT AR i R A i v o SR il A 2 9 5 3 ) A0 MO 2 42, A/

(03891 i 1) i) S 5 Ak N o= R oz 2 19 A 228 G R 228 IS0 R 400 MR T ) 24 1 — 81— 44 L 4
i, F/8¢

[0390] i1 1) sk > A AR SUAME b a— S i B 1 -1 3 O DR K B 3 TG 14

[0391]  ASCHRIER) — 7 I Hi- N R A% 8 A Hidk , FRFIEAE T

(03921 a) Frid HUIA AL &5 DU AR PR BB , B 2% EEBEAEN-2IC-3im J7 7] (& BBk n] AR 45 4
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i BEHEAE E X ke AllscFabalscPvii ik i B, H 5 N R 1 2 (s e R &, o
[0393] i) FTid Ay AR 45 #4486, 47 SEQ ID NO:28,SEQ ID NO:29FISEQ ID NO:30ffHVRs, 5
HEREANHVRA, AMRHR T, 0, 1, 288 34N S SE FR TR B4 i T

(03941 i) g EL7E [X 2 A\ TG UELRE X , 3L oh C- 3 B e 2 T LR L A7, 5 L
[0395]  iii) ik fe g X A 5 AL IR AR L1234, L235AFMP329G,

[0396]  b) BTk fufdetl & W sk BA i B R SR R B L 3 — MR BE T AR S AR — AN R B 1E
SE SR, o

[0397] i) ri AT A8 45 #9840 A SEQ 1D NO:31,SEQ ID NO:32HISEQ ID NO:33f¥JHVRs, 3t
HLEREANHVRA , AN T8 10t , 0, 1, 283N R L IR TR I 4 A

[0398] 1) B3 1 [X 2 A 5 [X s AR BT 72 (X

[0399] I H

[0400]  c) prid$ifA

[0401] 1) 4l N e JO AT A 22 i o 2 i o SR ki 2 1 15 5 ) A R B 42, AN/ B

[0402] i) Jifl 5 SR A4 N a— SR Ml B 9 7 A4 28 0 AT AR 228 T ot 40 o 2T 40 240 i — 38— P )
3, R/

[0403] i1 1) /> AR 70 AL P a— S A% B 1 —7% BB R 2 1 S 1

[0404]  ASCHRAE ) — A7 2 HT- N a-R A% 8 B P, HAFEAE T

(04051 a) FIrid A 55 U AR PR B , B 2% EEBEAEN-2IC-dim J7 7] (& BBk n] A2 45 1
i EHEAE E X Ik AllscFabalscPvii ik i B, H 5 N R 1 2 (s e R &, o
[0406] 1) ik ] A5 45 #43F 5 SEQ 1D NO:28,SEQ ID NO:34F1SEQ ID NO:30f¥IHVRs, 3t
HLEREANHVRA , AN T8 0t , 0, 1, 283N R FE IR TR I 4 A

[0407) i) FFA1E 5 (X A2 A TG UELE X L Hrfr C- 3 MR T LA AE 7R AN 7E , 9F L
[0408]  iii) ik fE g X A &5 AL IR AR IL234A, L235AFMP329G,

(04091 b) BTk fufdetl & Wi sk BUR i B, B AR R B 0 3 — MR BE T AR S AR — AN R 1T
SE SR, o

[0410] 1) Ff ik ] A8 45 #4935 5 SEQ 1D NO:35,SEQ D NO:36A1SEQ ID NO:37[¥JHVRs, 3
HFERRNHVRA AR T 01k, 0, 1, 280 3N U R TR AR I 4 i

[0411] i) FridfEE X & N e E X SR AN EETE E X

[0412]  3fH

[0413]  ¢) prid$ifk

[0414] 1) I NS T AT 2 B o 2 e o R ki 2 1 15 5 B A R B A2, AN/ B

(04151 11) JIifil S5 2R A N a— SR Ml A 9 7 A4 28 0 AT A 22 T ot 40 o 1) ) 240 i — 38— P )
i, R/

[0416] i1 1) /> AR TE A0 P a— S A% B -5 BB R 2 F S 1

[0417] A SCHRIE ) — A7 T 2 - Mo il 2 6 1 B0, BLAGE2E T

[0418]  a) Fri HUIA AL &5 U AR PR B BE , B 2% BEBEAEN-BIC-3im J7 7] (& BBk n] A2 45 1y
1 EHEAE E X IRk AllscFabalscPvii i i B, H 5 N R 1 2 fARs S R &, o
[0419] 1) Frik AT AR 45 P4k SEQ D NO = 38 4 T 28 45 Mg 3 iy N JAL T 0

[0420] i) Tt 52 X A TG UL IX., JerbrC- B B T LA AR SRR €2, Of HL
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[0421]  ii1) ATl E € X AL A R AR 1R 1.234A, L235AFTP329G,

[0422]  b) ik Hifd L& P 2% PUIR B B , B 0 B A 8 — MR T AR S M UM — N i e
SE FE I, o

[0423] 1) FriR AJ AR 45 F 4 /2 SEQ 1D NO = 39 # n] A8 45 #ydak ity A JsAL T2,

[0424] i) Pk fEE X fe AR tE E X s ANV BEfEE X

[0425] JfH

[0426]  ¢) FrikHifA

[0427] 1) $HHI N PPLZ TO AR E J S5 400 Hh o= SR il 2 85 S 4R 2 1, /B

[0428]  i1) eI 55 5 A N a— T b A 1 FE A 28 0 R A0 442 K2 J 4 -z T F 4 i — 38— &4t . 1)
i, Al/X

[0429] i) )/ NP TCANIE P a— R AL SR A -7 SR B BRE L.

[0430]  ARSCHRIER)— A7 H 2 fi- Na— Rz R APk, JURFELE T

[0431] o) ATk oA & 56— PURERE, Ik 58— Hufk B BEAEN-2IC-3 J7 i) b3 B ]
AR E R, A IE S X Kk MllscFabalscFv i b By, H 5 N A 2 R 45 5
Horp

[0432] 1) Frik ] A5 45 M4 1 5 SEQ 1D NO:02,SEQ ID NO:03FISEQ ID NO:04fJHVRs, H:
HEAEANHVRA, AMRHR T, 0, 1, 28 34N S SE FR TR B4 i %

[0433] i) FridfeiE X /& A TgGUERE X, 3o b C-um s B ke 3 vl AP AE BT AE

[0434]  iii) AT e E X 0 & Z MR HL234A, L235AFIP329G, F H.

[0435]  iv) FTid i X A 2 R S R R A T366W RIS 354CHl & 3 B R 1L T366S , L368A , 40TV
A1Y349C,

[0436]  b) Airid oA fo, & 5 Pk EEE , BTk 28 — oA L BEAEN-FC-3i 7 ) b AT
AR G AL IR L P X, HoH

[0437] i) Fridk w] AR 45 ¥ 48F0, 47 SEQ 1D NO:02,SEQ ID NO:03FISEQ ID NO:04f{HVRs ,
HHAEREPMHVRA , AR R T4, 0,1, 280 SN R LR R i e 28

[0438] i) FridfEiE X A& A TgGUERE X, 3o rp Cum s B ke 3 vl AP AE BT AE

[0439]  iii) FridofE s XA & R FE R AT ALL234A , L.235AFIP329G , Ff H.

[0440]  iv) G SR 2 —Hi ik B BE & S FE R AL T366S, L368A, YA0TVAIV349C, I pirik 18 5
X 10 8 G B AL T366WAIS35AC, i , I S 55— Hu i BB A L MR 1L T366W IS 354C
U 3 1 XA 7 S S R R K T366S , L368A, YA0TVAITY 349C,

[0441] ¢ Pk HLid Gl & P 2 PUAR B B , B 2R B 8 — MR B T AR 5 M UM — N i e
SE ZE I, o

[0442] 1) Fr ik ] A8 45 #9380 5 SEQ 1D NO:05,SEQ D NO:06A1SEQ ID NO:O07(¥JHVRs, 3
HFERRNHVRA AR T 01k, 0, 1, 280 3N U TR AR I i

[0443]  i1) Pk fEE X f& AR tE i X s ANV BEfEE X

[0444]  Jf H.

[0445]  d) FrikHifA

[0446] 1) HHI N FPLZE T AR E J S5 400 Hh o= SR il 2 185 S 4R 2 1, /B

[0447] 1 1) 155 5 A N a— T A% A 1 FE A 22 0 R 40 442 G2 Jo 4 -z T F 4 i — 38— 4 . 1)
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33, F1/ 85,

[0448] i) J/b NP TCANIE P o R AL SR A -7 SR B BRE L.

[0449]  RSCHRIER)— A I TP Na- Rz R APk, AFIEE T

[0450] &) Frik oAt & 58— HuAR AR , BTk 56 — HUiR B B AEN-F C-uiy 7 m) b L S W]
AR 7RI L B AEE 52 X k2 Sk fllscFabalscFviiif i B, H 5 NS A s 4 &,
Horp

[0451] 1) Frik A A8 45 #9380 5 SEQ 1D NO:08,SEQ TD NO:09AISEQ ID NO:O04[¥JHVRs, 3
HEAEANHVRA, AR TR, 0, 1, 288 34N S SE FR TR B4 i T

[0452]  ii) ik fEsE X & NTgGUE E X, H rpr O i 2 W i = ] LA AFAE B AN AE

[0453]  iii) fFrido e s XA & R FE R DAL L234A , L.235AFIP329G , Ff H.

[0454]  iv) ik 5E X AL A S FE PR AR AL T366WAIS354CHE S8 R AR 1L T366S , L368A, Y407V
AY349cC,

[0455]  b) FrikbofA s & 58 —HuAR AR, BTk 5 — HiiR B BEAEN- B C-ui U7 m) b AL S ]
A b Pk AN E B R e X,

[0456] 1) Ffrik i) AL 45 #3840, 2 SEQ 1D NO:08,SEQ ID NO:09FISEQ ID NO:04[fJHVRs , H:
HLEREANHVRA , AN T8 10, 0, 1, 283N R FE IR TR A 4 A

[0457]  i1) Frid e e X A& A TgGUERE X, 3o b C-um s B ke 3 il AP AE BT AE

[0458]  iii) ik 2 X AL R R FR AE 1L L2344, L235AFIP329G, I H.

[0459]  iv) G SR 2 —Hi ik B B & S LR AL T366S, L368A, YA0TVAIV349C, | firik 1 5
X 10 8 G B AL T366WAIS35AC, i , I S 55— Hu e BB A L MR 1L T366W IS 354C
T AR 48 5 XA E I BR AR L T366S, L.368A, YA0TVAIY349C,

[0460]  c) Arid A0 & PI AR IR BE , B SR e B 8 — N B P AR A IR — AN R e
SE S5 I, Horh

[0461] 1) FFik m] A8 45 #9380, £-SEQ 1D NO:10,SEQ ID NO:11HISEQ ID NO:12f{HVRs , 3%
HEAEANHVRA, AR TR, 0, 1, 2834 S SE FR PR S5 i T

[0462] i) PR TEE X f& AR 1E 2 X BANRREEE X

[0463] JfH

[0464]  d) prikHifA

[0465] 1) HUHI A FRER 70 FI#0 22 J I 200 it Hh o= SR fid i B 1 5 S R 4 IR B 1, A/ B

[0466]1 i) 4t 3 SR A4 N o= SR A 2 19 A 490 48 0 R4 228 Uit 400 i -2 1) 114 240 i — 38— 4 P )
33, F1/ 85,

[0467]  ii1) /b NAIE TOA A P o SR Al £ 1 -5 IO R 2 B 12k

[0468]  RSCHRIER)— NI TP Na- Rz R APk, HAFIEE T

[0469] &) Frik oAt & 58 —HuiREBE , BTk 56 — Huik S B AEN-F C-uiy 7 m) b5 S ]
AR E R, A IE S X K3k fllscFablscFv i b By, H 5 N R A 2 R 45
Hrp

[0470] 1) BTk AT AR5 #4382 SEQ ID NO: 131 % 7] A8 45 Mtk 19 A ik T X,

04713 i4) i Ae 5 X A A\ LG UIELSE X, oo Ot B 7 e T LA AP AE SRAS A7 £

[0472]  iii) pridfiE e X AL R R FR AR 1K L2344, L235AFIP329G, I H.
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[0473]  iv) Frid1E & X A & A IE IR AR AL T366WAIS354CHY 2 JE B A8 A1, T366S , L368A, Y407V
F1Y349C,

[0474]  b) TR PUiARE & 28 Uk B , T Id 55 — B ik B AEN- 21 - 77 1) b0, B S AT
A Ry Sl R B B E E X, Hop

[0475] 1) FriR Al AR L5 MR 2SEQ 1D NO: 13 H m] A% 45 M3k ity AT =K,

[0476]  i1) pridfE € X & N TgGLE E X, HH C— i it 2 iR Tk 5 v] AAFAE BUANEAE

[0477]  iii) piridfE 5 X AL & R IEFR AR AL L234A, L235AFIP329G, I H.

[0478]  iv) Gn R EH —Puik BB A & LR AR T366S,1L.368A, YAOTVAIY349C, M fr ik fe 2
X AL S FEIRAZ L T366WAIS354C, B , i3 —PiiA HFE A & 2 IE IR AL T366WAIS354C,
T B i 4E X, 2 B R AR Ak T366S , L368A, YA0TVANY349C,

[0479] o) Frik Bl (0 & PO SR LR R B8, W R B — N R B T AR 5 A S — AN R e
JE S I, o

[0480] i) TR AT ARSE MRS SEQ ID NO: 140 G AT 25 45 Mgk ity A JEAL T,

[0481]  i1) FridfE & X e A atfE e X s AV EEIE E X,

[0482] JfH.

[0483]  d) FridPifk

[0484] 1) Fa N AR S0 RIS B 0T 40 B A o S A% B 1 15 I Al M =k, A/ B

[0485] i) fHl0itl] S SR A N a— ik B [ 7E #1280 70 RN 28 J50 o 241 -2 1] F1%) &40 e — 38— 441 it 1)
&3, F /5%,

[0486]  iii) Jl/ NANEE TC4H M Hha- SR fili i 2 -5 DR B B B

[0487]  ARSCHRIEM —ANJ7 TH R P N a- Tl 8 B Buid , FRFIEZE T

[0488] &) FTRuiAf0 & 58— PUAR B4k , BT i 25 — Pk 1 B AEN- 21 -3 5 ) b0, 2 B4 m]
g g ek L B E 5E (X K Sk MllscFabalscPv i AR A B, Ho 5 NFERK R 1 2 (R Rt
Hrp

[0489] i) Fpik A A% 45 #3840, 27 SEQ ID NO:15,SEQ ID NO:16FISEQ ID NO:17fJHVRs,
HHAEREANIVRA , AT A7, 0, 1, 280 34N S FE R ik S 4 4 38

[0490] i) priddE e X & N TgGLE E X, HH C— iy it 2 R ik 5 ] AAFAE BUANEAE

[0491]  iii) pirid i 5 X AL & R IEFR AR AL L234A, L235AFIP329G, I H.

[0492]  iv) Pk 1E & X 4 & A IE IR AR AL T366WAIS354CHY 22 JE iR A8 1K, T366S , L368A, Y407V
F1Y349C,

[0493]  b) ATk PUiAREL & 28 Uk B GE , BT Id 55 — Bk E B AEN- 21 - 77 1) b0 B S AT
A Ry Sl R B B NE E X, Hop

[0494] 1) ik W] A8 45 K30 27 SEQ ID NO:15,SEQ ID NO:16F1SEQ ID NO:17f¢HVRs , H:
HAEREANIVRA , AT, 0, 1, 280 34N FE R ik S 4 4 28

[0495] 1) priddE e X & N TgGLE E X, HH C— iy it 2 R ik s ] AAFAE BANEAE

[0496]  iii) Tk & X AL & ZIEFR AR fLL234A, L235AFIP329G, I H.

(04971  iv) Gn R EH —Puik BB & & LR AL T366S, 1L.368A, YAOTVAIY349C, M fr ik e 2
X AL & S FEIRAZ L T366WAIS354C, B , U2 — PR HFE A & 2 IE IR A T366WAIS354C,
T B i 4 X, 2 B R AR Ak T366S , L368A, YA0TVANY349C,
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[0498] ) ik ik L& P 2 PUAR B B , B 20 B A 8 — MR T AR 5 My UM — M i e
SE I, o

[0499] i) ik W] A8 45 #9380, £-SEQ 1D NO:18,SEQ ID NO:19FISEQ ID NO:20fHVRs ,
HEAEANHVRA, AMRHR TR, 0, 1, 288 34N S SE FR TR B4 i T

[0500]  ii) BT € X 2 N R HEAE € X B A\MR R E X,

[0501] JfH

[0502]  d) firidhifA

[0503] 1) k| N\ 22 70 A2 112 S5 200 i v o5l 2 10 5 ) 2 it 2 e, A/

[0504] 1) 5 5R AR N a— TR il d 3 7E P22 0 AN h 48 11 0T 200 2T F 4 i — 38— 4 i )
i, F1/85

[0505] i)y NAEE ol Hh o SR ik i -5 3 (1 DR R B 1 B 12k

[0506]  ARSCHRIE ) — A5 TR Pi- Na- Tl 8 F ik, HORHIEE T

[0507]  a) fridHofd & 55— PURERE, Ik 58— Hufk B BEAEN-2IC-3 J7 i) b5 B ]
AR E Ry, A IE S X Kk MllscFabalscFv il b By, H 5 N B R A 2 R Rt 4 4
Hrp

[0508] i) ik ] A5 45 4 3F 5 SEQ 1D NO:21,SEQ ID NO:22F1SEQ ID NO: 17f¥IHVRs, 3t
HEAEANHVRA, AMRHR T, 0, 1, 28 34N S SE FR TR B4 i %

(05091 1) P e 5 (X 2 A TG UERE [X. 36 o C—3 R e 2 T LA AE R A7 2

[0510] i) ATl fE & X 6 & Z AR MR AR L2344, L235AFIP329G, F: H.

[0511]  iv) Frid 58 X A & & FR A AL T366W RIS 354CHk & I fR A2 1L T366S , 1.368A, Y407V
A1Y349C,

[0512]  b) Bk Hoidf & 58 ik 5%, Frid 55— HuiAk ERELEN-2C-35 U7 A AL kAT
AR 2 Rl A B AR R X, L

[0513] i) frik i AS 45 4 3F & SEQ 1D NO:21,SEQ ID NO:22F1SEQ ID NO: 17f¥IHVRs, 3t
HEAEANHVRA, AR T, 0, 1, 28834 S SE FR TR B4 i T

[0514] i) PFridEsE X & NTgGUEE X, H rpr O i 2 W ik = ] LA AFAE B AR AE

[0515]  iii) FridofE s XA & R FE R DAL L234A , L.235AFIP329G , Ff H.

[0516] i) G SR 2 —Hi ik B B & S LR AL T366S, L368A, YA0TVAIV349C, | firik 1 5
X 0 5 SRR AL T366WRIS354C, B , 41 5 45— 1 51 e 60, 1 U S R 28 K T366W IS 354C,
U 3 i X 7 S R R K T366S , L368A, YA0TVAITY 349C,

[0517]  c) Pk Hifd Gl & P 2 PUIR B B , B 2 B A 8 — MR T AR S My UM — N i e
SE ZE I, o

[0518] i) ik mJ A8 45 #9380, £-SEQ 1D NO:23,SEQ ID NO:24HISEQ ID NO: 25\ HVRs ,
HEAEANHVRA, AMRHR T, 0, 1, 2834 S SE FR TR B4 i T

[0519]  ii) PR € X 2 N iR BEAE E X B A\MR R E X,

[0520] 3fH

[0521]  d) firikhifh

[0522] 1) ik P22 70 AN 22 I S5 200 D v o= SR ik B 10 5 ) 2t B 4, A/ B

[0523] i) 0I5 5 A N a— SR fidt i 2 19 7 #0440 T AT 448 10 I 4 i 22 T £ 4 i — 21— 4 i )
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i, A1/ X

[0524]  iii) Jg/b NP TCANIE P o R AL SR A -7 SR R B BRE L.

[0525]  ZRSCHRIER)—AN D7 TP Na- Rz R APk, AFIEE T

[0526] &) Frik oA fl & 58 —HuAR AR, BTk 56 — HUiR B B AEN- B C-uiy 7 m) b L5 SR W]
AR 2E Ry, A IE S X K Sk fllscFabalscFv i b By, H 5 N8R A 2 R 45
Horp

[0527] i) FT iR Af AR5 438 SEQ 1D NO = 2611 % ] 25 45 Mk i) A\ Sk T X,

[0528] i) Firid e X /& A TgGUERE X, 3o b Cum s B ke 2 il AAFAE BT AE

[0529]  iii) ik s X AL R R FR AF4h L2344, L235AFIP329G, I H.

[0530]  iv) FF ik E X A, & S R R AR AL T366WANS 354CH S FE IR A5 1L T366S , L368A, Y407V
AY349c,

[0531]  b) Frid oAl & 58 —HiiR s AE , BTk 56 — Hiik S BEAEN-F C-uiy 7 m) b3 S n]
AR G RE SUR B P X, HoHh

[0532] i) T iR Af AR E 43 SEQ 1D NO = 2611 % ] 25 45 Mk i) A\ ST X,

(0533 1) P e 5 (X A2 A TG UERE X 36 C—3 A R e 2 T LA AE R A7 2

[0534]  iii) FridfE s XA & R FE R DAL L234A, L.235AFIP329G , Ff H.

[0535]  iv) G SR 2 —Hi ik B B &5 S LR AR AL T366S, L368A, YA0TVAIY349C , M ik 1 5
X 0 WAL RR AL (L TI66NHIS35AC, w4 S 55— HU M FL B & R HE FR R 1 T366W RIS 354C
T AR 48 5 X R I IR AR L T366S, L.368A, YA0TVAITY349C,

[0536]  c) Arid A0 & DU AR UK IR BE , B SR e B 8 — N B T AR M IR — AN i e
SE S5 I, Horh

[0537] i) BTk AI AR Mg 2 SEQ ID NO: 27 % Al A5 45 Mgk g A JEAL T L,

[0538] i) AT {EE X f& AR 1E 2 X BANREEEE X

[0539] J:H

[0540]  d) FrikpifA

[0541] 1) FUHI N FRER 70 R0 20 1 I 200 it Hh o= SR fid i B 1 5 S IR 4 IR B 1, A/ %

[0542] i) I 55 5 A N a— T b A 10 FE A 28 6 R 40 442 K2 I 4 -z T 1 4 i — 38— &4t . 1)
i, Al/X

[0543] i) i/ NARZTo A P oS Ml A% i 1 - A DE R R e 1k

[0544]  ZRSCHRIER)— A D7 TR Y- Na- Rz R APk, AFIEE T

[0545] &) Frik oAl & 58— HuiR AR, BTk 56 — HuiR S B AEN-F C-uiy 7 m) b L5 S W]
AR GE R | B AEE 5 X PR Sk AllscFRabE scFv il i B, Ho 5 N A 2k R 45 4
Horp

[0546] 1) Jridk i A5 45 #3F & SEQ 1D NO:28,SEQ ID NO:29FISEQ ID NO:30f¥IHVRs, 3t
HEAEANHVRA, AMRHR T, 0, 1, 2834 S SE FR TR S5 i T

[0547) 1) i e 5 [X A A\ LG UIELSE X, o C-ii it B 7 e T LA AP AE SRAS A7 £

[0548]  iii) FridfE i XA & & FE R DAL L234A, L.235AFIP329G , Ff H.

[0549]  iv) FTidE i X £ 5 S FR A K T366WANS354CHk & IL AR AE 1K T366S , L368A, Y407V
AY349cC,
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[0550]  b) ATk BUiAR L& 28 —rpR B , BT i 55 — B AR E B AEN- 21 - 77 1) b0 B EE AT
A R Sl R B B NE E X, Hodp

[0551] 1) Pk A] A8 45 K30 27 SEQ ID NO:28,SEQ ID NO:29F1SEQ ID NO:30f¢HVRs , H:
HHAEREANIVRA , AT A7, 0, 1, 28034 S FE R ik S 4 4 28

[0552]  ii) PridfEsE X & NTgGUIE E X, M rpr O i 2 W ik = ] LA AFAE B AN AR AE

[0553]  iii) ik 5 X AL & R IEFR AR fLL234A, L235AFIP329G, I H.

[0554]  iv) 4n S EH —Puik B A R LR AR T366S,1L.368A, YAOTVAIY349C, M fr ik fe 2
X AL & S FEIRAZ L T366WAIS354C, B E , U2 — PR HFE A & 2 IE IR AL T366WAIS354C,
T B i e X, 2 B R AR Ak T366S , L368A, YA0TVANY349C,

[0555] ) Pk Hidds 0 & PO SR Uik R 58 , W2k R R — N R B T AR S A S — AN R R
JE SRR3R, Horp

[0556] i) Fridk m] A8 45 #4386, 2 SEQ ID NO:31,SEQ ID NO:32FISEQ ID NO:33fJHVRs, H:
HHAEREANIVRA , AT A7, 0, 1, 28034 IR ik S 4 4 38

[0557]  i1) FridiE & X e A stfa e X s AV EEIE E X,

[0558] JfH.

[0559]  d) ATk $ifa

[0560] 1) et N A48 S0 RN B o 40 Bl HH o S Al A% B 1 15 I Al M =k, A/ B

[0561] i) fHluitl] 5 5 A N a— S ik B [ 7 #1280 70 RN 28 J52 o 241 -z ] F10) &40 e — 380 — 241 i 1)
&3, F /5%,

[0562]  iii) /b NAHEE Te i ha- S fili i 2 -5 I DR B B B

[0563] A SCHRIEM) —ANJ7 TH 2 P N a- Tl 8 B Bl , FRFIEE T

[0564] &) PR Ui f & 58— PUAR B4k , BT i 85— P Ak B B AEN- 21 -3 5 ) b0, 2 B ]
g g e ek L B E SE (X Bk Sk MllscFabalscPviidR A B, Ho 5 N B R 1 2 (R Bt
Hrp

[0565] i) Fpik A A% 45 #3840, 27 SEQ ID NO:28,SEQ ID NO:34FISEQ ID NO:30fJHVRs,
HHAEREANIVRA , AT, 0,1, 280 34N FE R ik S 4 4 38

[0566]  i1i) pridHE € X & N TgGLE E X, HH C— i it U iR Tk 5 v] AAFAE BANFAE

[0567]  iii) Tl 5 X AL & R IEFR AR AL L234A, L235AFIP329G, Ff H.

[0568]  iv) Bk 1E & X 4 & Z FL IR AR AL T366WAIS354CH 2 JE B A8 1K, T366S , L368A, Y407V
F1Y349C,

[0569]  b) ATk PUiAEL & 28 —rpR B e , T i 55 — B ik 55 B 7EN- 21 - 77 1) b0, 2 S mT
A R Sl R B B NE E X, Hop

[0570] 1) Pk W] A8 45 M3 0 27 SEQ ID NO:28,SEQ ID NO:34#1SEQ ID NO:30f¢HVRs , H:
HHAEREANIVRA , AT A7, 0, 1, 28034 S IR i S 4 4 38

(05711 i1) prid e e X & N TgGLE E X, HH C— i it 22 iR Tk s ] AAFAE BANFAE

[0572]  iii) firidfE 5 X AL & R IR AR AL L234A, L235AFIP329G, I H.

[0573]  iv) Gn S EH —Puik BB & R LR AR T366S,1L.368A, YAOTVAIY349C, M fr ik e 2
X AL & S FEIRAE L T366WAIS354C, B E , U2 — PR HFE A & 2 IE IR AL T366WAIS354C,
T B i 48 X, 2 B R AR Ak T366S , L368A, YA0TVANY349C,
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[0574] ) PridHiih B & ISk DU B , o B B B & — MR BE P AR 45 M OM — DA 1E
SE R, Horp

[0575] 1) Fr ik i A8 45 #9385 SEQ 1D NO:35,SEQ D NO:36A1SEQ 1D NO:37[¥JHVRs, H
HFERRNHVRA AR T 01k, 0, 1, 280 3N U R TR AR FE 4 i

[0576] i) FriktE e X e AxBEfE E X s AN BT E X

[05771 - H

[0578]  d) pirikHifA

(05791 1) $H A\ PPZE e AR I J5 40 P o o~ R A B 19 15 52 A0 4 R 44, A/

(05801 1) 1) 55 SR A N a5 s A% A 19 A AR 20 0 A 8 150 5 4 - ) 14 4 — 81— 4 B )
i , Fl/ 5L

(05811 i)y > AN AL e i Hh a- S A% B 3 -5 3 MU IR B L I 1

[0582]  ZASCHRIER)— AT T2 Bi- Na- T & A ik, HAHEET

[0583] ) ik Hifid bl & 28 — PUAR 5%, Irik 55— Huid EBEAEN-FC—m U7 ) L& Bk ]
AR E R, A IE S X Kk MllscFabalscFv i i b By, H 5 N B R A 2 R 45 5
Hrp

[0584] i) FTik A AR5 M43 ESEQ D NO: 38 F 7] A8 45 Mtk 1y N Ak X,

[0585] i) Frid e X /& A TgGUERE X, 3o b C-um s B ke 5 vl AAFAE BT AE

[0586]  iii) FridfE i XA & & FEFR AL L234A, L.235AFIP329G , Ff H.

[0587]  iv) BT I & X A0 5 LR AR AL T366WAIS354CHk 2 3 R A 1K T366S , L.368A, Y407V
A1Y349C,

[0588]  b) FrikHuid L& 5 —HUM S B, BTIR 58 PR BB AEN- B C- 3 U ) L EE T
AR 2 KR EE AR R X, Horh

[0589] i) ik nl AR5 M 3B 2 SEQ 1D NO: 38[K) Fa nf AR £ Wi N RAL I 3K,

(05901 i i) BT L [X 2 N TgGUELRE X , 3o C- 3 B e T LAAE L RN A7

(05911 iii) FridofE s XA & & FE R AR ALL234A, L.235AFIP329G , Ff H.

[0592]  iv) G SR 2 —Hi ik B B & S LR AL T366S, L368A, YA0TVAIV349C, | firik 16 5
X 0, £ E S A A T366WAIS354C, B , f 5 45— o A, 2 L B A8 1K T366W IS 354C,
U] A 3 XA B B IR AR A T366S , L368A, YA0TVAIY349C,

[0593]  c) prid ikt & PIsk DU iR i , B o B B B & — MR BE P AR S5 M OM — DA B AE
SE R, Hor

[0594] 1) Ffik ] AR 45 F 42 SEQ 1D NO = 39 Fa n] A8 £k #ydak ity A JsAL T2,

[0595] i) Frikti e X fe Ak BEfE & X B AN BT E X

[0596] 3F:H

[0597]  d) Pk fiifA

[0598] ) ] A\ PZE T AR I 5 40 o~ SR A £ 19 15 5 A0 4 R 44, A/

[05991 1) 1) 55 SR A N a5 s A% A 19 A A 2 0 A 2 50 5 4 - ) 1 4 — 81— B )
i , A1/ 5L

(06001 ii1) /b N AL Tu i Hh a- S A% B 1 -5 3 U IDE R B L BRI 1

[0601]  FE—ANSEitiy 2 oh, FriRHiid v B B & fESEQ 1D NO = 561 S % nl AR 45 R A
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PR 200 B 4 v AR 25 A IR S SEQ ID NO = 57 1) 42 i m A8 45 A 3 ) N IR T 2 ) e
AR SR

[0602]  ZRSC T ) — A5 TH] e 2 A A SCHRAE A LA PR 70 8 AR A IR

[0603]  ZRSC TR () — A5 T A B A SCHGE AR R 1) i 40

[0604] AR S E A — A5 T A & DU (19 U5 ik iR TR A A B IR A SCHGE (1 i 24
R A B IR LRI 2 B

[0605]  FE—ANSiti g S8, il 75 1034 4% M s 5 ik o (ST P ik A4 2B 3R
[0606] AR SCRT B ¥ — ANy T A B 5 AR SCHRE 1 LA AN 24 PR IR 25 il 771 o

(06071 #E— NSty S, Brid 25 5iie B & 3 AMRa 7 7

[0608] A SCHr B — N7 MR ASCHGE M Ui, 2 HEZ4.

(06091 A SCHr B —ANJ7 A SCHGE R LR, H M 677 R % 5 E

(06101 ASCHr B —ANJ7 WA SCHGE R LR, H A 8T I AR -

(06111 ARS8 ) — A3 T & A SCHGE [ BT, e A T3]\ A o A i s 4 7
Ha-RAMZE B 7 SR EE.

[0612] ARS8 ) — A3 T A SCHGE (1 TAAs , 2 A9 33 3R AR N a- 5l B2 (1 4
AL ORI 52 S5 40 0 2 T 14 240 ff - 8 - e 1 3

(06131 AR SCFfr i T8 1Y) — A3 T A SCHGE (1 e, e FH sl 2 e 0 o 200 it s 22 i J 4
S F o SR kA% A 1 5 R DE R B T i A

[0614] AR SCHr B ¥ — AN 7 T A& AN SCHGE (K PLARLE il 26 25 ) (18 3k

[0615]  #E— NSty S0, BT 25 1877 I AR -

[0616]  #E— NSty S, B i 254 FI - 3 i N oo AN 22 JB o 4t Hh o - SR bz i
IR

(06171 #E—ANSEHt T A, Bk 2590 P 30 1 52 IR AR N a- SR iz B A AE g oo A e i
SR - ) % 200 A - 28 -2 1 3

[0618] NSty S, i 2540 F 20 N A 228 e 4 R B e 44 50 T 4 i o SR ik %
HE-T SR E AR

(06191 AP IE R — A5 TRV T A W AR MR TS, ik 5 i B 4 rid
ANt AT 28R I A SCHRGE R TR

[0620] AR SCRfTARAE (¥ — A5 1] A2 0  m N e o AR 2 2 SR 40t - R A% B
i PGB VE I T7 8k, BT 7 iR A A 25 BT i A it FH A R0 (R A SR B R AR, L3 )
AL TR B S5 A M Hh o i A% B 1 15 3 O A 2 1

(06211 A SCRTARAE ¥ — A5 1] A2 )R b S5 AR N a- S B A AE A 22 o0 S A ik
SIS 2 T PR 4 B~ 81— 4 R 0 A% 336 14 3k » B R D75 v A A 2 P SR A i FH A R R AR S
TE TR, LSRR 0 AT J15 o 20 0 - SR fidi i 2 75 R R B

[0622]  ZRSC i TE ) — AN T 2 A SCHRTE A 70— N a— A% 3 1 HLARLE S Ao oo A
AR B2 T 240 0 o SR fioA B 15 1) A B R PP R L

[0623]  ZRSC iR & ) — AN T A2 A SCHRTE A 40— N a— A% 3 1 HUAA AL S0 1) 53 2R AR Ao
SR ik A% L 1 AE A8 0 MR 22 J Joi 4 D 22 T P 4 3 — 21— 240 L ) A 3 e 0 2 P

[0624] RS TE ) — AN T2 A SCHRIE A P N a- T A% i 9 AR AR J /D w22 e 4
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BP0 IR 5 A1 L R o SR A% B 1 -5 5 1R e R B 1 e R Y

[0625] R SCHRAE AR v LA T 3697 B0 AR o AN S22 BB BRI, Frad P 40 ) 25 14 55
SR AR - A% B 1 B, BT e 2 e B £ P IO 4 PR B M B SR AR - R A AZ R 1 I 3R
AN B 2 RE o

[0626] A FHAS SCHRIE ) BudAs , T LA 2 0a 5 fish iz B [ o3 FH A0 220 95 20 a3k e FX 40 1] / 9k
[0627]  ASCHRIERIPUAA T LT 7 1k R i < A 5l 2 28 T2 b in S8R ) ik e
[0628]  FE—ANSiiti 7 R H , AR SCHRIE R YU : 1) 5ol B A 3% R /D BRORTA 4 AR 0%
BEINYL R B o= il A 45 G F/BbR i LURMES R A A () a— R A% B2 11

[0629] R SCHRIAE AR vT LA T30 97 RAMAZ 85 E 5« — L8 Tl A% £ 1 a2 B LA
R B M 2 A5 (neurodegeneration with brain iron accumulation type 1,
NBIAL) , spafith H &ML 3 v (pure autonomic failure) , HIKZE1E (Down’ s
syndrome) , K & & AE (complex of Guam) , Fl—S8H 4k /MATRAE , 1 UN5RIS VL 4k MATR
(diffuse Lewy body disease,DLBD) , B /R 7% i BR s 1 7 4E /MAAE 5% (the Lewy body
variant of Alzheimer’ s disease,LBVAD) , H:28J 200 X195 (Gaucher’ s Disease) FIfH
S ARINIE A (Parkinson’ s Disease dementia,PDD) .

[0630]  ASCRTHRIER— N7 M2 5 N a2z & H HSEQ 1D NO: 01/ & B0 17 41 5+
P AP

[0631] AT HRIER —/ T2 55 SEQ 1D NO: 131 4% n] AR 45 K3 FISEQ 1D NO:
LAR 3 v AR 2 RS PUAR 45 & AH R I R AL R P

[0632]  ASCATRIEN — A5 TH 2 S5 SEQ 1D NO: 2611 5 4% n] A8 45 #48 AISEQ 1D NO:
2711 32l ] AR 25 W I Bk 45 A AH R ) R A R B4

[0633]  ASCHTHRIE R —AN & S5 ESEQ ID NO: 381 5 45 i) B 45 H 38 FISEQ 1D NO:
3OFP) 42l m] AR S5 AU B AA 25 A AH R R s I 4

[0634]  [ff P fajik

[0635]  [&]1:Pi—a— SR A% i —HuAR 001 710 e B A P 1) 485 6 e S 5 KO < 1) SR 4 Y-
RAAZ R E H125 4, 2) =R IR AL A a- R filix 3 R AR, 3) AR fili% . 1 S 5R A
4) CHla—RfA% 5 1 SR AR .

[0636]  [&]2: Fi—a— SR A% R FH —Hu 001 81 e FE A P 1) 485 6 e S 5 KO < 1) IR 4 Y-
RAMAZEE E H125 4, 2) =T IR AL A a- R iz 3 R AR, 3) A a-Rfili% 1 SR AK
4) CHla—RfA% B SR AR .

[0637]  [&]3: Pi—a— A A% - Hu 008 1) e S A P 1) 485 6 e S 2 5 KO < 1) IR 4 Y-
RAAZEE E H125 4, 2) = - IR AL A a- Rzt 3 R AR, 3) AR a-Rfili% 1 SR AK
4) CHla—Rf A% B 1 SR A .

[0638]  [&]4 :a— 5 fisii% dx 11 [A30P] 4% 3 (R /)N UG - H 1 a— SR A A% B 3 L £ 5 S B 48 VR 1)
10um KA U1 7 5 40xTBOK 2 5 Bir & 19 G AE AR TR 1 HE B 25 F TR 3RS s B Sk RoR R 4E 8 %
FEALIA

[0639]  KE5: A& AR EE (A) BB MEHREEIR (comorbidity) HIFM /R WK i ER 7 & &
(B) FHBEAT ME#Z _E RS (progressive supranuclear palsy (PSP, taufiZs (tauopathy)))
(C) B NG 52 Jo R TR 0017 /10018 G4 £ 5 iy - B 4 /ML AL IRAA s F7 Sk« B 4E A2 R ALK
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(N

[0640] &6 7E15 HU& 1) a— S fi i i [ S AR AARA3OP A% JE R /)N B A SR A0 JB A S 45 S 1)
mAbs (2x60mg/kgHLIARILPBS , FF4L5K) J& , hricia— S fili A% B A S AR AR ASOPH, & K] /N B HH () i
a~ S fbA% B 7 5 BEBTEEA VR G 20um SR i U1 F Pt B8 TeG L-BuAk—AF55528 Al FH 4% H
()P —a— M i B 3 AR AP -5 1eG -k -ARS55 5 A W de s i T X 40x UK R s Frf I
TENT L RE AR s i « B 4/ IMAFEELIRAR ; 7 3k - B 4E 404 SR P AL AR

[0641] &7 3K [ SHSY5 Y4 (1) 25 2H a— 5 fi 42 2 1 1140 2% A 35 3 35 5 LUNIME S 411 B f) 4 o 25
P (A) PLiR0017; (B) HiK0018; (C) Fiik12F4 (L) .

[0642]  [E]8: Fi>K H 1A H 2H a— S ok B 1 (1 SHSY 5 Y 21 i 114 2% - 455 77 2 A #E LUHMES 241 5
15 Fa) i {@ 855 % 5 = A T LUNMES 4 B 1 7 A 55 57 56 Fllb) 45 4 8% 77 5 = M\ 3Rk 51 4 a5 fi
1% H B SHSYS Y A1 A6 K% JE WAL £ I LUHMES 734k 335 75 21568 W A Y LUHME S4H g AL B 3%
[0643]  [E]9: $ifA&0017 10018718 % L W AER H MM BLR) a— R filii R L2844, HH X
BET AR ek o T A%t R AR EE

[0644] [ 10 - 2 M8 STt 451 1 LA o 1) A 2 AR R AR i (250 8, 40°C — S i {E) AR 1
LA (SE4R) .

[0645] P11 : 4tk A0 JE I S b —a SR A% B 1 —Bro A — 1T i g B 28 MR AR R & ) Bl
a— SR fili% B [ SRR AARASOPHE JE DR /N R HP 1) o S A% B 1 B 2 KT R G RH S I
[0646] P12« 4 x5 B3 i ) F B0 S e 4L 4R34k 2 00 W AEGIRL VD A 1 3 58 A B A o i
(TG BRI B AR - (A) 1480017, (B) H14K0018, (C) 12F4S: LLHidk.

[0647]  [&13:Hi4K0018fK)CelluSpots™ME ALK,

[0648]  [&]14: Bfk (N-3 3 B 1 (1) FIN-3H1s—FRI0HT (2)) 5 =84k 3) a- Rz EH 5
PUIAROO 18I 45 B o Sl 7w 1) 5 A2 5 AR 2 110 22

[0649] 1B, Vi BIN-35ii , 4. 2mg/mL , N ARSI ;

[0650] 2 HA, His—ARicHIN-2, 4 . 8mg/mL;

[0651] 3. - HR4A, W BNV, 1. 6mg/mL o

[0652] R BH STt )7 SR I VEIR

[0653] T1.%E X

[0654]  “Bz32 R AMIZE” HTF R S H B2 & R IE T 00 R S8 SR N S Bk 1 R 42
BN AT FI SR 2 B m AR o M3 (VL) ) 22 B EE B m AR 45 A4 (VH) M 221K 2 R L 5 H1 i 4
B0 SRV T N BBk A A BN A A R 452 A A AL 4 mT DAL FE A R] 1 S0 R
G|, B AT DUAL 5 E B IR T A U o A — L St 7 R, AR SR A H 2104 LR 9
LR S8 F S TA LA R 6N EL RGO EL R A LU R 3L R B2 AN LR o 7F — S5 5 77
i, VLERSZ AR NI ZRTE T 51 b S5VLN G e Bk & (A 427 51 sl N S M 22 8 AT

[0655]  “SEFNF3” 484> F (BlUnPuik) i 5 — g5 A 47 S 5 H 45 SRR (B i R) 2 164
ERAESL A LA RS AN 58 BR AR S5 Ul B, 7 FH T A ST, “B5 625 M7 48 I ik &5 66
[ RR 2 (B ange ik 5S40 05) 2 1811 DV EAE B R RS & 55 0 2 7 X0 LR AR AR Y 1 2
77385 ] PR B B (Kd) SRR o 57 A1 g ] 38 e A AT e T8 1) R 7 R &, B35 A S
T A R IS T V2% o AR R SO R TR TN A o AN R LA IR 255 45 150 B 4k AN 514
) S it 77 5% o
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[0656]  “SEHN 1AM Bidk 2 48 5 A B A Pk s W S AP A LL AR — A2 e AR
X (HVRs) BA — M Z AR P, Frid i S BT SR 26 A 92 5

[0657]  RiE “hi- Na—Sfili% & A AR A1 “ 5 N a5 filii% 2& 1 45 & PR 2R RS DL 2
WE )26 1 1455 N o= il 2 8 I HLAA , i 55 0 7 2 DAASE Pir ik B4 A R0 AR A) N a2
il it B2 W R/ BIE TT A AE AN ST R, B N el B B PR S AR
- N a— T it B 1 1) 2 1 465 6 R B2 LU 491 e sk Ot S 72 0 s v (RTA) WU =2 ) B ik i
5 Na-F iz & A 456 /N110% o

[0658] AR “Puik” fEASCH DL i) 2 1Y = S Y, 9 HOas 2 fhduie g f, s E AR
T By ERUR . Z R UR 2R R SR (a0, SURE e E B Aipiik B, RELE1ER
P P 7 LR S S

[0659]  “Pifhk v B 4R T B HUIR Z AN 70 1, HoA & Se BRI — 307, iR & 7 456
ik 58 BE B A BT 45 & W LR - Budk v B SE B B FE (AN T, Fv, Fab,Fab’ ,Fab’ —SH, F
(ab”) o3 AUPUMR s R VEHUAAR s BLBE LR 0+ (B anscFv) s R EH HUAAR A BO R 22 455 S P P
[0660] 5 Z:LbHifhk “45 G MR RAPUE” 248 BA SR S iR Er R iR ErAH
[F) P e 2k 1) 225 5 A ELAE I 4« 25 6 A AR AT DA R 3R T &5 3 AR LR AR AR 1) B iR
HUAR-PUR E S WIX-L R P i € o

[0661]  RiE “Hk &7 Prik & Fa X P Puas, o S5 AN/ Bl B 1) — 350 70 & SRk U T 7 1)
SR B A, T EE B AN/ BCAR B 1) AR 23 e RV T AN R B AR B A Fol

[0662]  HUAARR) “PhaE” & Fia H H 55 B A 1 1H 8 45 138 EE € X B 2R A7 AE b 32 2
PUARIEA : TgA, TgD, TgE, TgGANTgM, H HIX e rb ¥y — e m] DLk — 20 73 s 28 (R AP 2Y) , 43l
,1gGr, 1gGe, 1gGs, 1gGa, TgA1 RN T gAo o 5 AN [R] PRSI 128 BR B (1 AHGH I 1) B B 15 g & M) 4
3 alFRNa, 6, e, v Flu,

[0663]  “Ru i IhiEe” &8 H A T PRI Fe X ) AR L6 A W vk M, HLRE TR Fp 2 m AN A
PR RN ¥ Dy BE I S840 4 - CLa 45 & AAMA R P 40 i #5:4: (CDC) 5 Fe 2 AR &5 & s B
P 41 B A T 10 40 A B3 1 (ADCC) 5 A FH 5 4 B 35 1 S2 A4 (481 41, BATI A 52 44) 1 1 5 FBAH
P o

[0664]  Zj51], 5 an 25 ¥ HlFFIR A 22" & T UL 75 ZE0 77 & AN 18] 18] B ROR18 75 220090
7 B TR 45 R = .

[0665]  RiE “FelX” FEA S H AR 8 SCEL & 22 /5843 (1) 18 i [X 1) e 2 3k i 1 B 4% 1Y) C ot [X
B ZAREAFERIRFHIF X MARARFC X o FE— N SEHi 7 B, ANTgCHEAEFe—[X M Cys2265L
Pro230 %L i 21 5 B 1) F2 58 g o« SR T, Fe X 1 Com it 2L IR (Ly s447) , LA S A8 s Coti P i 22 B — H
R K (G1y446Lys447) , o] IAFAEEL 0] LUAAEAE R AEA S R AME R, FelX BfE E X H 2
LR PR HE ) 2 5 2 X IREUSR 5 R G0, AR NEUR 51, WKabat,E.A. 5%, Sequences of
Proteins of hnmunological Interest (%ui% R E F41) , 550K, Public Health
Service,National Institutes of Health,Bethesda,MD(1991) ,NIH Publication 91-
3242 ik

[0666]  “PJZE” BY “FR” J2& 5Bk = A2 X (HVR) BRI 2 M) ] AR 25 44y 35 5% 3 o ml A8 25 MY 38 PR
3 H DY ANFRES F 4k 41 B - FR1,FR2, FR3FIFR4 o [K It , HVRAIFR /5 #1138 DA R R s 57 H A
VH (8% VL) 7 : FRI-H1 (L1) -FR2-H2 (L2) -FR3-H3 (L3) -FR4.
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[0667]  RiE “AKPUAR” | “TERAIPUAR” S BPUAR” 72 A SO v] B 48, FSR R B
A b5 RIRGUA 25 AL 25 40 R A 0 B A SE U FeX () R Pk .

[0668] R “f5 E4HAE” . “15 E 4N R A 18 F NP RG89 o B f H , oF H 2 g H
E 5L AMEAZ FR IE 20 B , B35 iR 4 0 S AR 18 E AN B0 HE T AL AR A “RE b i L 1L
05 T A A4 0 24 i A SR IR T 3 1) 5 AR T AN 2 R AR AR JE AR AL R 9 5 ) vl LA S5 REA
AN 56 4 — 35, 112 1T DAL 3 AR AR SO RS B 5 78 St A 1) 4 B Hp s Jk Bd R 1)
DI BAE Y2 1 AR TR () D e B AR i 1 B AR A JE AR

[06691  “ NI 4" AR N A B B3R (A VLB VHFY 42 5 41 it 14 435 v 5 3 e 77 6 1) ik
R R B R 22 Gl , N % Bk a8 I VLERVH T FI IR 02 >R B n] AR 25 M3k /7 21 W 20 Jd 5
BT iR e H ) E 20 &£ Kabat ,E.A. 2%, Sequences of Proteins of Immunological Interest
(5 58 2 L TR (K] 7 %71) 5 4550 , Bethesda MD (1991) ,NIH Publication 91-3242,%51-3%:
A o 7 — A Sl T b, 6T VL, Frid 4 A& W4k T, WiKaba t 25 (A A0 Frik) o7 —4>
St 7 =, 6T VH, R 42 WAHTTT, fnKabat %% (F 5 AT iR) .

[0670]  “ NJEALHT” PUid =2 486 & R IE T JE AHVRs i S IR ik 2 AR YR T AFRs &R L 1R
BRIE IR A PR AR LL STt 7 B, NI PTG & AR B Aaifpy 24— H st At
PRANTT AR 26 M3, Hoh A dp el e A F 43I HVRs (4140, CDRs) %ob 37 T-3E N Hidk i IRLs , 3 H.
AR E LA b AR PR s X BT A PUAAR A AR L o NI AL T AARAE 358 M m DL &5 SR VR T APk
[P A 5 X 1 22 20— 862 o ik (B an, JE NPT 19 AN IR BfeC a7 7 NR
LAIIETREN

[0671]  OR1E “F A2 [X” B “HVR” 24 AE A ST R A8 FHINE , A& R P4 m A8 55w dei i A A X 33,
Fl A AT AR (CH AN E MEIX 5 “CDRs”) I HLIE gt 4 R & B3R (R ARIRT) L, Fi/ B
TrPUR AR AL CPUR AR B E, PUR A E 7SN HVRs s =N FEVH (H1,H2,H3) H, =AM
VL (L1,L2,L3) .

[0672] A SCIFJHVRs U4 :

[0673]  (a) fA1E TR LML F26-32 (L1) ,50-52 (L2) ,91-96 (L3) ,26-32 (H1) ,53-55 (H2) ,
F196-101 (H3) A E=A8FE (Chothia,C. AlLesk,A.M.,J.Mol.Biol.196 (1987) 901-917) ;

[0674]  (b) fF7E T & IEM L H24-34 (L1) ,50-56 (L2) ,89-97 (L3) ,31-35b (H1) ,50-65
(H2) , #195-102 (H3) HJCDRs (Kabat,E.A.%%,Sequences of Proteins of Immunological
Interest (R IZF BB E A FH]) , £5/,Public Health Service,National
Institutes of Health,Bethesda,MD (1991) ,NIH Publication 91-3242) ;

[0675]  (c) fF1E TR LM% 327¢-36 (L1) ,46-55 (1L2) ,89-96 (L3) ,30-35b (H1) ,47-58
(H2) , #1193-101 (H3) FI¥L Rt MacCallum®E] . Mol .Biol.262:732-745 (1996)) ; il

[0676]  (d) (a), (b) , A1/Bk (c) LA, BAEHVRE FE FR 7 3£ 46-56 (L2) ,47-56 (L2) ,48-56
(L2) ,49-56 (L2) ,26-35 (H1) ,26-35b (H1) ,49-65 (H2) ,93-102 (H3) , F194-102 (H3) »

[0677]  BRAE 5 AMIH , AT AR g A4 rh A HVRER JE AL AR R I (191, FRER L) 78 AR ST AR 4
Kabat§ N (FIHTATIR) 4a5

[0678]  “Guesf B 5 —Phal 2 M Rl o 1 (o an i i e B 28 AR BB 85 I i
[0679]  “AMA” Bl “SZ i 7 W LB o W AL S dE (B AR T, 4 SR 1 3h P ()
A 2 0 A, ANy, RIS (B, NAEHE N RS0, v anf) , %, FImG U5 374
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(il ZNER AR RR) o PE R st 7 =9, Frid MR i3 2N .

[0680]  “/r ESHY” B2 O 4 5B RIRFAEE A 20 70 B BTk 78— L sl 7 R,
PR i 22 K195 % 899 % 4l i, B ik 2t i 38 3 491 4 e K (91 4n, SDS—-PAGE | &5 H1 2R £
(TEF) B4’ ¥k Bt (9, 5 748 #BUR AHHPLC) SR 2 - % T H TPl bk ol B i1
TERILER , 20, 40, Flatman,S. 4, J . Chromatogr.B 848 (2007) 79-87.

[0681]  “H B IR EC A5 ERI RT3 0 BIIR 7 T o B IR B 6@
WAL LR o T B AN BT AL AL R T (E R TR AL R 40 T AFAE T YL (ol o, B 78
SRIRG RN B AR R E .

[0682]  “ZwAdPi- Na—R A% 8 H LR T 0 B IR 2 Ta dm b i i B 55 A i (3L A
BO W —Fhel 2 MR 40 1, LFE 76 B — BRSO (1) 20 R A 1 BE 2R R o -, AR AE T 1
F 40 ) — AL AN B IR LR T

[0683]  ARiE “HiogBEHUAR” 78 H T A SO 8 A —FE A b 8] R 1 B4k Hh 3R A5 i, B,
B 1 A5 B0, B DR SR AEAE 1) SR LA 7= A B o o AR 1 £ P i e A R R B R RE ) AR A (it
FAFARIE LA D RATAE) Z A6 5 K BB (1) 55N B A A2 A8 5] 1 A/ B 45 6 MR IR B 3R AL 508
W ALFERER O AN A PR R GRAD) AN R BRI 2 s BE AR fil 7 AE EE L BR 5 R ok i) 25 P ) 43
A B B BUARET S B0 B AR B — e s R DR UL, AR B e B 3R B BRI AS TR A
PUATESRAZ MR , AN AR g 2 SRl I ATATT 45 28 7 V2R P AR AR o 49, AR AR A i B s
) B e B AR P I R 2 B R 2%, B EE L (HASBR -, 2438 v, S DNAYE , W5 B A4 JE 7R v
FSE AL A A B 20 N g B 1 S PR R 1 e B DRI B (1) ¥ » AR SCAEid 1 BT i g ik
ARG P T 1) 2% B v B PO 1) 7 7%

[0684]  “RARPUA” 248 BA AN H 1 45 R R ARAFAE ) G e BR B 11 431 B, R AR TgGHit
A2 2150, 00038 /R 1 1) S Y DU S A4 08 B 11 5 R 9 AN FRTRD 0 42 B8 AT A AR IR) 1 S5 R A B
AT I BB A o AN-BIC—uify , B A L FE LA AT AR X (VH) , tFR A A 5 2 A 4
T AR 25 M, B = AME B S5 M3 (CH1 , CH2RICH3) o 254l , AN-3I)C—3i , F5F 2% 5 %
HATARX (VL) , tRR A ] AR F2 5 48 M ok Bl 4 e ] AR o i3, B2 2 1H 8 4 8 (CL) 45 A3
S HAE E S MR B IR 7 41, BRI 2 55 R L4 BiE N AR Nkappa () Fllambda (M) 74
PR T —Fh o

[0685] ORI “CLA& 4 517 FH T F8 18 5 AL FE LR IR 7 72 i 1 s b B0 23 e e P B, LB 5 O
F3E NAE & R i A AT AR B RN/ 8GRI R YT 7 S K R S 115
=]

LA}

[0686] KT ZLL L KFFIN “H 43t (%) ZIERR FHIF 1", & SUNTERAT 31 X I
TE BN 5N 2 B AR B K 43 L P B[R — M, B AT A R <7 B A0 7 51 [E] — P 1
Ay 2 Ja gk A AR R SRR R A 5 TR S b £ KR B R R R R R R A R R T 4 B
AT A FH A AT 4 A Y ) 22 RO iR S B e R R A A — PR B 4 b B R b e 49, £
FHA A BT 15 B 1 WL WnBLAST W BLAST-2 . ALTGNEMegal i gn (DNASTAR) # 4 o A 45138 4
RN FRT AR 5 F T B X 2 30 B 280, B e AT b A8 ) e 81 4 K 3 15 A K EE et T 7
AR B8 R, Nk B 1, % R ERR 7 51 [F] — PEAEAE F 7 2 L e S LRE P AL TGN-277 4 .
ALIGN-2/F B L Bt BN URR R ZGenentech, Inc. , ZIEACHD O 406 H P SCR 428 2
FE AR (Washington D.C.,20559) , H & E MBGE M & 105 NTXUS10087 o A A Al I8 it
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Genentech,Inc. (South San Francisco, JNF|4& JE L) 15 BJALTGN-2F2 7 , B Al LA JEAR
PR AT 2 P - ALTON=2F5 Fr? B 24 N AEUNT XA SR G Hh 4 P BB AE 37 UNIX V4. 0D_EAd i
AT 9 PF . ALIGN-2F8 7€ 1 BT P8It S50t HAZE .

[0687]  {EN FHALIGN-2HFAT LR T FILL B B IF B , 45 € R IE IR 7 HIAMXT T (to) 5
(with) \BNEFXT (against) 45 8 R IEIR T FIBI & LML 7 51 R — 1 % (BRE X AL - 45 8 = 0
R 7 A B B A AR T 5 B X 45 8 Z IR T FIBIY R E %6 RIAE IR T HI[F] — M) R
T

[0688]  X/YLL{EZELL100,

[0689] X2 FH T B LL 4 #2 ¥ ALTGN-27E 1% A% /5 (1 ARTBLE S b PP 43 Sy 4 ] UC I ) 2 ik
FRERFE L, H I Y @B i) L FR AR AL B . BOZ PR, MR R P VAN K E S J R R 7
HIBI A FE A AR EE IS, AR XS T-BR Z BE IR 7 41 [F] — P %6 F AN S5 T-BAEXS T AR 2 2L 1R T 41 7]
— % BRI R ANEBIH , A SCET T A % Z LR 7 21 [F) — PEAE an i i — B B fd
ALTGN-21HSHHUE 73K 45 -

[0690]  RE “LjmilFa" T iX FE ) i 571, I DL so VA0 2 78 e 10 s PR a3 B AR W0 1
I RAEAE , FH HANEL S0 it FH B ik 1 5510 1 52 338 B AN T 52 R B R 1 R AR B
(06911 “Z4 FH#RAR” A2 8 245 W i) 77 Fh B v PR e o A A B 18 23 » Ho 32 i 2 B8 - 25
FARELFEAR AR 22 v 7] R 771 S A2 e 7 B J 77D

[0692]  RiE“Na-RfizxE A" HAEARCHZBRAK Na-Rfii%EH (UniProt
P37840) . iZAEHE “K” K IN TN a-RfiiZz 8 B UL L& AR 4R n T A AT B %
N et T H AZARIE I HE R IRAFE N R A% 5 R A, 0, RARAA, BT 432
AR AR B ST FE PR AR R o N a—SRfili A% B 1 I 2 R 8 /7 91 S 7 fESEQ 1D NO: 40+,

[0693]  ASCHE Y “YEIT (treatment)” (RILABIERMR, W1 “treat” 8 “treating”) Faik
] A% i Y 7 R AN A () R ARG A R I R 150, L mT LAOA 1 T30 B77 B A M AR s 348 1) 3k v S
it o VI IS R A RS AEANBR T, B3 1h 200 1R AR SR R AR AR IR 2D 5 s ) A AT L
P g TR) 2 1 3 B 5 SR 97 1 A PR e e 1 L 03 B AR IR S L S SRR Bl
SR o AE— LSSt T SR P, FHAC R B R 044 SR S 3R 5 93 1) e Bl i3 T P 3 g
[0694]  ARiE “RIAR X7 8 Al AR 45 M fe b A HEE RN 2 5 APk S PR 4 S
F1%) 5 A 338 o TR AR AR () B A PN 2 B 1) ] AR 8 g 3 (93 Jmll 9 VEAIVL) 3 B A SR ABL 25 44 ,
PRSI AL B A HESR (FRs) X, FI3AN AL X (HVRs) o (B0, #ilt1, Kindt, T. J. S5Kuby
Immunology, 556 ,W.H.Freeman and Co.,N.Y. (2007) , 5891 71) . B/ NVHER VL 45 F4 38, 7] fE
JECLR TP - 255K e o A i Al AT B 245G DR I HUAR  VHER VL 25 44 38003 ) i ide
HANVLERVHES #3850 SO, 7T LA 43 B8 tH 45 A R e IR B Bidds . 2 WL, 491, Por tolano, S. 4%,
J. Immunol . 150 (1993) 880-887;Clackson, T. %% ,Nature 352 (1991) 624-628) .

[0695] ORI “EAR” FAEA S 2 FR e 08 10 5 R I — P IR B TEMIAZ IR 70 1 1R
EEAEAE N EH TR AL B 45 M4 1) B AR A5 A0 21 FL B 51N 0 1 = 40 B ) 225 R 2 Hp i ek
SRR RE 5 1e 3 5 H T R R R LR I R IE o MR BURAE AR SO FRAE “RIB AR
[0696]  TT.HE&WATTik

[0697]  FE—ANT7 I, AR BB 43 T AR SCHRIE B 4 wT DA 98020 / W B Jii #2227 A
o 28 I AR H o S i B 15 S I B R R I AE R T T R, SR AL A S N a- R % iR
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H IPTR A5, A 5 B R PR B T SR fluk B 1 93 AR 208 R W B50T6 97 SR Tl 2 1 4 A7
R A1 4 %995 [F) 993 AT BT R 2K BRI 1 12 W BR T T

[0698] A /nBPEI BT Na—Sfilii% B A Pk

[0699] A SCHRE M PUAAIE I A5 FH AT 41 1) G 9% 7 1 A HLAA e e 45 S R R I PR i B
RS .

[0700] B2k, K FH 22 e 4 A A B 4H o S b A% B 11 1) SR AR PR VR & 0 0 %8 o S ELTSASR
fE > S BAN i e b , I HE R I i 0 45 A 770 78 R — 2B 3R ep b A FH BRI 510 7 v R Ao
22 Ve, RO i A s L A o R R 5 SR AR R 2 - S A% B AR BRI (0, 5 R R ED
), RRAEFTIRPUAR  IEAL , Bl 72 PUiR 5 5 a2 fib A% 25 1 AN N A2 0 4 A ) AR B a-
GlA% AR 1 DA S N o= i B 1 1 2 2 DR /N BRORITIOE 6 AR 99 A8 8 G U0 F 1 9 2 1 o= 5% f
HEEMNE G T ZHA BB , BRI, 3F B S0 8 5 )5 5 B M a5 il
HA RN GG R G IR 5E NS5 675 8 BT £ 00 I A 20 45 657 W 1 e
Thy1- (A30P) aSYN# % 5k P /IN B H (1 a— 5 il i B 1 1100 97 ok A/ B — R ik i B 1 o 348 22 3 S 119
&1k,

[0701]  —FRIEMI PR R BIIAR0017 A% PUIR B A 512 I a- R AlA% B B R e e 45 A B,
B ZPUREE & AR IR AR (ERAR) Na- Rz E A AR L H, BoR T P00 174Xt 5
TN 2 P B AR T 2N N a— T vk B 3 1 9 B AR 14k 1) 45 6 - LR 001 T2 ik S pidAk , LA I8
ok 2 R B H B T v B ) G DA 23 3 R AR 5 R I AN R 1E E X

[0702]  F—FhALik B B2 PTR0018 UM LA a- S filh% B 1 SR AR M 1k 45 A
B ZPUR S, & sl . AR R AR N a— Sl B2 1, o, 4 SN R B R TR S 4 18
B () 4n, 8 3 2 B4 B AE P R AL AB 1) BRASAEAERS S )5 A A RN BR - 28 il B 1 119
SEED AEE 2, BOR T HUAR00 18X AN A SR AR T KM N a— S Al A% B 1 1R AR ARt 12k 11
SE6 1RO Sug/mIPUIRIRFE DL R , SERAR S G- IE AR5 B 2 LAk 00182 ik & hidh, A8
ik 2 AT B H T B ) G B AR 064 R AR 5 Ry IR 1H E X

[0703] 445 FN-3f A& 1M A Bk SR A 5 HLAR 001878 N a—S8fi A% 15 (A I 45 & 47 sk, e A
MBI 2E A o DR, B3R A 00 [ e B IR A B (K BE < 1A IR , AR AL : L NEER) G B Fra-
RAZE A (1-140) B-RAMZEA (60-134) . v A% A (60-127) FIN-LBEHL a2
filiAZ B U RK (1-15) 197 %1) (1 ST, IF B A A 23E FELTSARI RS U 77 7% (2 IS it 51 1 4 A
13) , BEATHUAAR00 181 A 4T

[0704] &K, HiiR00184 A Fridk IERE 51 b 238 1 5 1Y (K BN E L R) ka5
il k% B K - TR 001 812 1) 7E a— 5 itk B 1 1140 e N—i P 0 A6 o N—iig B 22 PR FHY A = B (M, MET)
A LT, R G ) B, 5E AR T HiR0018HI 45 & - Ak, *N-uii F At & 2
IR TR I IIN- 2 B AL INME I, AN BE W8 1) 45 A o 1X 15 21 3R TH 5 28 T R SLHR 40 BT (1) 41 512
(K1) .

[0705] i —FhfLIE R PTAA R PTIAR0081 o Fr-a R fil i B (- Pr k0081 K I H HT4A0018 27w
(1% 1) 2 A 1 ) e P ABE G, R T B e b i T 20 a5 ik B 1 LA A S5 T 2 J
P> (B13)

[0706] R4, BoR T a— SR fil % B 1 AR ARASOPHE HE IR /INBR SR V) HR Bt k0017 A1
00185 2 LU Hidk 1 2F AR AN () G (.47
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[0707]  FEW5H, o T 7EMA S AR5 A (A) HLAT WA &A% 05 [F) 998 1) B 7R 2R g 2R £ (B)
AHEAT PERZ B R (C) O A0 52 S5 Hh (470440017 F100 18 AN [R] e (.47 A o A FHBLAR 00175
BT YR S TR R 4 /MR RN AR TG PR 0018 I HE 3 55 1 S o e £ N 2 2
B Y /I TS SRR SR Gty DR UL, 044001 7 F100 1 86 T+ M1 4 25 9 £ kiU F o i a— 58
il B 1 SR AR PR R I AN [F) () e e i

[0708]  7EEI6H, Bon T M SPEAN VRS RE T M EmAbs J5 , TEa— SR fliA% B 1 S AR MRASOPH% &
PRI /AN B HH ) b= SR i B R R o % 15 H & ) a— SR A £ 13 SR AR AR ABOP L B[R] /)~ bl A
- R A% & E Pk (2x60mg/kg , FFEE5R) BUPBS o K47 5 14 ¥R (1) 20um S R i U] v F i -
B TgG 1M -AFS55 4 & W si HI & H B i —a— R AL 85 B HTAR BT - B TgG1—4i /A -AF5554
BVt

[0709] M TRTLLE H, H440017FI001 8HE 5 G 18 T FEK H HL A 0 1) a— 58 fluh B 1 5%
AR, I B I, XSGR D o SR il B 3 S SR AR B

[0710]  fE—ATJ7iiiH, A B IR L5 & N a- T filA% 5 1 (1) 43 B (R PAds o 78 46 S v 58
SEIS R NCEN A S ER

[0711]  « 255 A ASEQ ID NO: 01 H)ZHEE P A I K, I HE5 & BARTIANG & JR 4T A a—R
filtz s H , B

[0712]  « 5EA —XISEQ ID NO:265278(SEQ ID NO: 38539 7] A8 45 Myl i ik 45 &
FREI B RAL, I A5G IR AT oAz 51 A A G & AR a- Rtz E

[0713] o Jdfil e 8 7 A A3 22 Jid Jo 240 A h - SR ik A B 1 15 2 () B M

[0714] o 4ifila— TR fild% H 5 2R B 1) 4 i — 30 - 4 ) A% s

[0715] = yili/ba— S fildZ B (1 175 00 e R 2 1 Wl Vs 4 (491 2, ZELUHMES 48 )

[0716]  fE—ATJ7ii, A Rt —Fhbi- Na- Mtz B Pufk, HE & 20— 8
AVELEAS BN B A VBSNE H IR HVRs : (@) B A SEQ ID NO: 021 & LR T 5]
HJHVR-HI; (b) £5 SEQ ID NO:03f%) 2 £/ 5 41| JHVR-H2; (c) ELESEQ ID NO: 04H) & HEIR
J¥ 5 BJHVR-H3; (d) £ &% SEQ ID NO:05[) &2 M2 /7 41 FJHVR-L1; (e) €& SEQ ID NO: 0614
FEIR P B FITHVR-L2 s A1 () A2 SEQ 1D NO: 07 & IEFR ¥ S FTHVR-1L3

[0717]1  fE—ATJ7ih, A Rt —Fhbi- Na- itz R B bufk, R & 20— 8
AVEREAS B VB RAS VBN AN E H R IRIUHVRs < (a) L5 SEQ ID NO: 08 S HE R T )
[JHVR-H1; (b) £33 SEQ ID NO: 09 Z FE R 7 51 (JHVR-H2; (¢) fL & SEQ ID NO: 04 2 KR
J7HIETHVR-H3; (d) B4 SEQ 1D NO: 10/ 2 282 /7 5 IHVR-L1; (e) L SEQ 1D NO: 11/ 4%
FEFR A BHVR-L2 ; A1 () 45 SEQ 1D NO: 12/ 2 LR FF 41 A HVR-13 .

[0718]  fE—ATJ7iiiH, A ARt —Fhbi- Na- Mtz B bufk, HE & 20— 8
A B A B BN ANIE H R IR VRS : (@) W SEQ 1D NO: 15K &1L 7 51
[PHVR-HI ; (b) B SEQ ID NO: 16/ 2B/ S [FJHVR-H2: () B SEQ ID NO:17[) 2 JE R
JFBIHVR-H3; (d) £33 SEQ ID NO: 182 5% /7 41 (I HVR-L1 5 (e) AL SEQ ID NO: 19[4
FERRFHIHVR-L2 ; A (F) £, 27SEQ 1D NO: 20/ 28 /8 7 FI T HVR-L3

[0719]  fE—ATJ7ii, AR ARt —Fhbi- Na-T Mtz B bifk, R & 20— 8
AVEREAS B VB RAS VBN AN E H R IRIUHVRs s (a) B ESEQ ID NO: 21 S HE R T 5
FIHVR-H1; (b) A5 SEQ ID NO: 22002 /8 7 AIFKHVR-H2 ; (c) B4 SEQ ID NO: 17/ % R g
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JFHIFIHVR-H3 5 (d) B SEQ 1D NO:23[) % F% /7 7 [FJHVR-L1; (e) £ SEQ ID NO: 2412
FER FE B FFJHVR-L2 ; A1 () 43,47 SEQ 1D NO: 25/ S JE /R F# 51t HVR-L3

[0720] 5 — ANy A, 2R R A — PR - Ao Sl R 2R 1 BUEL 5 T b — A L
A VEL A VBRI VB A BASANE E R IRIIHVRS : (a) B34 SEQ 1D NO: 2811 & 318 )5 71
fIHVR-H1; (b) €5 SEQ 1D NO: 291K Z B HR /7 SUMTHVR-H2; (c) B SEQ 1D NO: 301K & AR
FFAIRIHVR-H3 s (d) €1 SEQ ID NO: 31/ 2 L2 /7 FIHHVR-L1 ; (e) €15 SEQ ID NO: 32/
FEWR FE B FFJHVR-L2 ; A1 () 3,47 SEQ 1D NO: 33/ 2 FE 2 FE 51 [ HVR-L3 .

[0721] & AJ7TA , A K BRI B N a- S i3 A B, JL LA A ok
A LBE EAN B PUAS B AN VB S ANE EH R IRIIHVRs : () B4 SEQ 1D NO: 281 & 3L 18 JF 71
[FIHVR-H1; (b) L2 SEQ 1D NO: 341 & IR P HIHIHVR-H2; () FL 7 SEQ ID NO: 301 & FE IR
JFHIHIHVR-H3 5 (d) EL75SEQ ID NO: 35/ 2 FE ML /7 FIITHVR-L1 s (e) BL7SEQ ID NO: 36/
FEWR FE B FFJHVR-L2 ; A1 () 3,47 SEQ 1D NO: 37 2 LR FE 51 [ HVR-L3 .

[0722]  #E—ATJ7HnH, AR e 5k B TR gy 2= — P 2D P Fh a4 = MvH
HVRFF IR PLA :

[0723] i) (a) f4.47SEQ 1D NO:02fEIEHRFF FIMIHVR-H1 5 (b) €1 A7SEQ TD NO:03i¥) &I
5 JHVR-H2 s F1 (c) A4 27 SEQ 1D NO: 0414 5L 5 51l T HVR-H3 5 5§

[0724]  ii) (a) B{5SEQ ID NO:O08[¥)ZZEML ¥ 5 JHVR-HI ; (b) B SEQ ID NO: 091 2 £
R FSIHVR-H2: 1 () A 4'SEQ 1D NO:04f) ZUIERR T FURUHVR 13, 5%

(0725 iii) (a) ASEQ 1D NO: 15/ HEERF FUMHVRHL: (b) EL2SEQ D NO: 16115 Sk
R FSIIHVR-H2: 1 () A 4SEQ 1D NO: 1700 ZUERR T SUUHVR-H3, 5%

[0726]  iv) () E1#7SEQ ID NO: 213 KRR FF SUMIHVR-H1 ; (b) f447SEQ 1D NO: 2201 %3
R F9IHVR-H2: 1 () (4'SEQ 1D NO: 1700 ZUERR T SURUHVR-H3, 5%

[0727]  v) (a) £4.47SEQ 1D NO: 28 EIEHRFF FIIHVR-H1 5 (b) €1 A7SEQ TD NO: 29i) I
FF A HIHVR-H2 ; AT (c) AL4SEQ 1D NO: 30f & 8. 1 51| (I HVR-H3 , 5§

[(0728]  vi) (a) £1#7SEQ ID NO: 2803 G HERE ¥ SUMIHVR-H1 ; (b) (477SEQ 1D NO: 3411 %3
B 7 B IAIHVR-H ; 1 (c) 1 4°SEQ D NO: 300 %2, B: 1 F5 H (IHVR-H3

[0729]  #E—/NSEhtis Erh, ik Hiis el 5

[0730] i) (a) f#7SEQ 1D NO: 020 % HEREFF FUIHVR-H1 ; (b) (347SEQ ID NO: 03 S
5 IHVR-H2 s F1 (c) A4 27 SEQ 1D NO: 0414 5% 5 51l T HVR-H3 5 5%

[0731] 1) () 177 SEQ ID NO: 08/ EHERE ¥ SUMIHVR-H1 : (b) f447SEQ 1D NO: 09/ 43
R F 9 IHVR-H2: 1 () (L 8SEQ 1D NO: 041 ZUIERR T FURUHVR-H3, 5%

[0732] i) (a) ELAYSEQ ID NO: 1500 HERR F SIRYHVR-HI: (b) BLA7SEQ ID NO: 16/
R FESIIHVR-H2: 71 () (L 4'SEQ 1D NO: 1700 ZUERR T FURYHVR 13, 5%

(0733 iv) (a) ASEQ 1D NO:21 MR 3 FIMIHVR-H1; (b) ELESEQ ID NO: 223 Sk
R FSIIHVR-H2: 1 () (L 4'SEQ 1D NO: 1700 ZUERR T SURUHVR-H3, 5%

[0734] ) (a) f47SEQ D NO: 28013 L HEREFF FUIHVR-H1 ; (b) €347SEQ ID NO: 20K S
FF A HIHVR-H2 ; AT (c) L4 SEQ 1D NO: 30f & 8. 1 51| (I HVR-H3 , 5§

(07351 vi) () BLASEQ 1D NO:28H)Z MR FE URIHVR -1 (b) AL A7SEQ 1D NO: 34K
B2 DI FHVR-H2 1 (c) 414 SEQ TD NO: 30{K1 4L 30 F 41l [{ HVR-H3
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[0736]  7£ 57— ANSeit oy &b, PR AR AL FiRHE D BT S A=
ANVL HVRFF1 -

[0737] i) (a) f#7SEQ 1D NO: 050 HERE ¥ FUIHVR-L1: (b) €347SEQ 1D NO: 06 S
FFAIHIHVR-L2 ; Al (c) AL4SEQ 1D NO: 07 & 82 1 51 (I HVR-L3 ; 5§

[0738]  ii) (a) BLESEQ ID NO:10M S HHE /7 FURIHVR-L1 : (b) €45 SEQ ID NO: 1172 Ak
B2 7 FIIHVR-L2; 1 (o) A A4SEQ 1D NO: 1260 F AL 5 F HUHVR-L3 , 5%

(0739 iii) (a) ASEQ 1D NO: 18MIZ IR F FUMHVR-LL: (b) EL2SEQ D NO: 19MI %Sk
R 7 BIHVR-L2 s T (c) A4 SEQ 1D NO: 2011 & 3R F B HVR-L3 , 5%

[0740]  iv) (a) £1#7SEQ ID NO: 2303 G HEREFF SUMIHVR-L1 : (b) f447SEQ 1D NO: 24/ %3
KR 7 FIHIHVR-L2; 1 (o) 1 4SEQ 1D NO: 2561 F JEIR ¥ FI HUHVR-L3 , 5%

[0741]  v) (a) L& SEQ ID NO:31MEEMRT HIHIHVR-L1; (b) £ SEQ ID NO: 32(1) 2 B ik
FFAIHIHVR-L2 ; Al (c) AL4SEQ 1D NO: 33f & 82 1 51| (I HVR-L3 , 5§

[0742]  vi) (a) BLESEQ ID NO: 35/ H: /R /7 FIIHVR-L1 : (b) €45 SEQ ID NO: 36/ 2k
BRJF BIIHVR-L2; il (c) €14 SEQ 1D NO: 3714 30 ¥ 1 I{THVR-L3.

[0743) 1553 — ALy Rrp L BT

[0744] i) () {47 SEQ D NO: 05/ % HERE ¥ FUIHVR-L1: (b) €347SEQ ID NO: 06 S
FFAIHIHVR-L2 ; AT (c) AL4SEQ 1D NO: 07 & 82 1 51 (I HVR-L3 ; 5§

[0745] 1) (a) £1#7SEQ ID NO: 103 HEREFF SUMIHVR-L1 ; (b) f447SEQ 1D NO: 111543
KR 7 FIHIHVR-L2; 1 (o) AL ASEQ 1D NO: 1260 B AL 5 F HUHVR-L3 , 5%

(0746 1i1) (a) W ASEQ ID NO: L8IHZHERT I HVR-LL: (b) €1 7SEQ 1D NO: 19F &I
R 7 BIHVR-L2 s T (c) A4 SEQ 1D NO: 2011 & 3R 7 I HVR-L3 , 5%

[0747]iv) (a) ASEQ 1D NO:23f0Z IR T FIMIHVR-L1; (b) ELESEQ ID NO: 2435 Sk
KR 7 FIIHVR-L2; 1 (o) 1 4SEQ 1D NO: 2561 F AL ¥ FI HUHVR-L3 , 5%

[0748] ) () f#7SEQ D NO: 3149 HEREFF SUIHVR-L1: (b) (3.47SEQ 1D NO: 3200 B
FFAIHIHVR-L2; Al (c) AL4SEQ 1D NO: 33f & 82 1 51| (I HVR-L3 , 5§

[0749]  vi) (a) BLESEQ ID NO: 35/ H: M /7 FIIHVR-L1 : (b) €45 SEQ ID NO: 36/ 2k
BRJF BIIHVR-L2; il (o) €14 SEQ 1D NO: 37(K1 43I ¥ A1 I{HVR-L3.

(07501 78— ANy, AR IR AL & TR0k

[0751] 1) (a) AL ESEQ D NO:02F LM A AUIIHVR-H1 + (b) EL47SEQ 1D NO: 030 Sk
FEBUIHVR-2: (c) (4 SEQ 1D NO: 04fI S HERR FF HIHVR-13; (d) FL27SEQ ID NO:05(f1 %
FEIG URIHVR-L1 : (o) F97SEQ 1D NO: 06/ LR ¥ FIRIHVR-L2: il (F) £447SEQ 1D NO:
07 ) Z JERR ¥ HIHIHVR-L3 , 3¢

[0752]  ii) (a) B {5 SEQ ID NO:O08[¥)ZZEEL ¥ 5 JHVR-HI ; (b) B SEQ ID NO: 09 2 £
B2 3 BIHVRH2; () 3 7SEQ 1D NO: 041 S HE MR ¥ FURIHVR-113; (d) A &SEQ 1D NO: 10ff]
EERR P FIRIHVR-L1 s (e) BLATSEQ 1D NO: 11F SR 5 FIRIHVR-L2 s A1 (£) A1 47SEQ 1D
NO: 121 2 HEIR Fr H1J I HVR-L3 , B

(0753 iii) (a) ASEQ 1D NO: 15/ R F FUMHVRHL: (b) EL2SEQ D NO: 1635 Sk
FR FE A ETHVR-H2 5 (c) FL47SEQ D NO: 1THIRFERR B #1IHVR-H3 s (d) £35°SEQ 1D NO: 18]
RILR T HURIHVR-LL 5 (e) BLASEQ 1D NO: 19 EUHERE 3 FIUHVR-L2: I (£) A £7SEQ 1D
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NO: 20/ Z LR 7 &1 [ HVR-1L.3, B4,

[0754]  iv) (a) B SEQ ID NO:21HZ LR F FIRIHVR-H1 ; (b) f. 75 SEQ ID NO: 222 It
& 7 HIIHVR-H2;; (c) BLESEQ ID NO: 172 HE MR 7 ¥ HVR-H3; (d) £ 25 SEQ ID NO:23[¥]
AR FHIMHVR-L1; (e) A2 SEQ ID NO: 24 [ & HE 8 7 I I HVR-L2 ; 1 (f) £4%SEQ 1D
NO: 25/ Z LR 7 #1) [ HVR-1L.3, B4,

[0755]  v) (a) €15 SEQ ID NO:28f & LR T FIHIHVR-HL ; (b) f 7 SEQ ID NO: 29[ & FE 1R
JFHIHIHVR-H2 5 (c) BL75SEQ 1D NO: 30/ Z B /7 FIITHVR-H3 5 (d) BL7SEQ 1D NO:31&
FER 7 HIIHVR-LL s (e) £ SEQ ID NO: 32/ 2 LR 7 51 FIHVR-L2 ; A1 (f) £ &% SEQ ID NO:
33 R IR 7 H [ HVR-L3, BY,

[0756]  vi) (a) B SEQ ID NO:28FZ LR T FIRTHVR-H1; (b) f. 75 SEQ ID NO: 34/ 2 Ik
& 7 HIIHVR-H2;; (c) BL3 SEQ ID NO: 3012 HE MR 7 ¥ HVR-H3; (d) £ 25 SEQ ID NO:35(%]
FAILRFHIIHVR-L1 ; (e) 34 SEQ ID NO: 362 IE R FF 41 T HVR-L2 ; A1 (f) f4% SEQ 1D
NO: 3T/ 2 LR 7 #1) I HVR-L3

[0757]  FEAF ) Bk STt 77 b, Frik Hi-a 51 S fibi A% B 3 Bidds e N VEAG ) o 7 — > SE it
T, Pi- Na- Rl & A Prii e ST S LIRSt 7 ZH IHVRs , 3F B IS B & 5528 A
B8, N, NSk AR SR e N A R 4R

[0758]  7E 75— /NSty A, M TSP 81, VHEL VL AL & B 3 (B dn, R <7 B30 JJEA
B (R A TR 7 A - Na- S fili% B PR IR B 5 N a- Rz S B 45 A1 RE
[0759]  FE4EE St 7 R, FE R NHVRIF FIH , 356 1-3 N & SR R pl B 46 3 N R/ Bl
2K WIARSCHTSCATIA .

[0760]  7E 75— 7, A K B3Rt 5 AR SR BE B - N a- Rl 5 B PuAk 45 & A R 1)
e DA E7IR NS

(07611 fFl4n, 7E4F 8 SEiti 7 B Hh , IR S Hi- N a— R % B ik 45 & A1 R R AL $T
i, FridPi- N a— SR filk i A B &

[0762] &) SEQ ID NO:13fJVHFZIFISEQ ID NO: 14fIVLF 51,
[0763]  b) SEQ ID NO:26[*JVH/F 5| FISEQ 1D NO:27HIVL/F41,
[0764]  ¢)SEQ ID NO:38[¥JVH/F | FISEQ 1D NO:39[JVLIF 5.
[0765]  FEAFE M ST =, SRt Pk, fridPiik4s & HSEQ 1D NO: 40/ & iR 101-111
R N a— R A% B 1 BRI B3R AL

[0766]  Fr4FE M) SEHti T S, 3Bt Pidk , fridPiik 45 & HSEQ ID NO: 40/ 28 AR 1-154
JSC N a— SR bk B 9 B P () 25 KON e 7. QU 2 FRTN=3g R At A PR PR )

[0767]  #E— ALt 7 B, IR AP, iR Puik 455 B Ui &5 BON-Im FH O 20 R ik 2 1 N
a-RfZEE , FE H A Na- Rz & A B 5k 1-15F1188-195 N K R R AL

[0768]  FEAK A 55— N J7 I AT HR L 77 R TR B - N a—Rflt% 5 B ik 2
B REBUA, BRE R A1 N AL AN U 72— AN SEt T R, i A a- Sl 55 3 Bk
PR R B 4N, Fv, Fab, Fab’ , scFv, BUUAA, BiF (ab’ ) o BE o 7E 55— AN ST &9, prid
PUA R A KPUA, fin, 5e 81K 1618 1gG AFTREA ST 2 XA HAt BT Fh 2Kl [7] Fh AL
[0769]  #E 75— 7T AR =TI SEt U7 ZE Pk B i N a- Rzt B Pk nl LA 45 &
SC1-TH R BT IR AR B RHAE (RN BI B2 A RRAE) -

40



CN 111499742 A W OB P 38/87 Tl

[0770]  1.PifksERI Sy

(07711 FERFEM ST R, A SR LRI B4R R A <100nM, < 10nM, < 1nM, B¢ 1nM-100nM
(f5i4m, 10"MEA R, 4, 10 "M=107"M) (11 AR B9 3 3k (Kd) &

[0772]  FE—ANSLit /s b, KAk U AR ic (PR 5 A e RTA) W& . 78— AN SLit 7 5
H L RIAE F H I HUR R Fabit A & L0 JEBEAT 140, 38 A6 A7 7E0 € RV A ARic R
24N FBARIREE R (1) —bRic i B R 5 Fab , 48 f5 F B -Fabdi i~ L4 1) PR i 3k
ZEE B BUR (B, 2 W, Chen, Y. %5, T Mol .Biol.293 (1999) 865-881) , ki EFABs4F X4t
JER B 5 L8 4 6 M 7 R T R E R IR 45 1% % MICROTITER™ £ 4L°F X (Thermo

Scientific) FHESOmMMERELSN (pH 9.6) 1) 5ug/ml i3k Hi-FabPifhk (Cappel Labs) AL i
58 J5 FTEPBS 1112 % (w/v) 2F IfLiE 8L H 7 Z R (£923°C) 0 2-5 /N o 75 To I B 4 11
A (Nunc#269620) 1, K 100pMEk26pM [ = 1] -$1 R 5 B [IFabl) R AR BRIE & (B0, 5
Pi-VEGFHiARFab—1 21 ¥E4 — 3, fEPresta,L.G.%E,Cancer Res.57 (1997) 4593-4599) ,
RIG S F H B FabRs 8 i1 S8, 15 8 v LLdbAT S B 18] (5] 40, 2965 /8F) 5 DA fR Ik 2]
AT AR IR A RS B SO AR R EE IR E (B, — /) AR5 RBR AR, I HoR
SRR FIAEPBS 0. 1% S8 1AL 20 (3 -20") Wedk /\IK o 24 P4k CL BT, An 15001/
FLH A BRI MICROSCINT-20"™; Packard) , 3+ H A4 AR AETOPCOUNT™ v 144X (Packard) I
THEC 43 b e R 45 /N T8RS T B R &5 511920 %6 [ A PP Fab ik BE A 5 4 1 45 4 I 5
[0773] %R 57— AN 7 2, Kdf# F BIACORE™ % 1 25 B8 7~ M s ) s 00 =2 o 491, fof

F BIACORE®~-20005; BIACORE ®-3000 (BIAcore, Inc.,Piscataway,NJ) {1l 5 £E25
CHEAT , BT IR I 2 48 FH ~ 104 ) BB (RU) 19 [ 72 B B0 BR OB 85 o 72— AN St 77 S8 Hh , 4%
FEBE S R A A U6, FIN-Z 28N — (3- R BRI 28) Bl — WP % SRR £ (EDC) FIN-F2 4k
BEFAME V. e (NHS) B0 #2 H A 1) 4 SR A= W) A% 126 2% 85 i (CM5, BTACORE,, Inc ) o #4371 Ji
10mMZ TR 5, pH 4. 8K 2 5ug/ml (~0.2uM) , 2R f5 LABul /43 B s v EN , BLIR1S 29104
SN (RU) AR ERER o AE P EIE NG  FENIMZBERE , DL ) A I N7 1) 3 A 3ok 30
O, fE25°C LAZ12501 /min L E AN AE R 0. 05% 5 1L 4620 (i 35-20"™) 28 1 3 14 771
[¥JPBS (PBST) H [{IFab {3 1% L2 F Bk (0. 78nM-500nM) o 5 FH i BA 1 — %} —Langmui r & & 1
M (BIACORE "M B AF i A3 . 2) , 38 3oE [A] i 01 & 45 & A figd 25 J8¢ 32 ] (sensorgrams) , it
A G (kon) AR B IEZR (kore) o A7 fiF B9 5 2 (Kd) 1715 Nkors/kon I EG 28 (140, 25 W,
Chen,Y.%,J.Mol.Biol.293 (1999) 865-881) o i1 Himid b 3k ft) 2 1hI 25 B 7~ (A SR I 2 Il
() 4% & 18R (on-rate) BId 10°M's™, IA %45 & EZF (on-rate) 7] L L fH B9 610 K FL
ARKHiE, frid B REALE D 1T GEWstop—flow equipped spectrophotometer (Aviv
Instruments) B H A B F L A AI8000- R 5 I SLM-AMINCO " 4 5% % J& it
(ThermoSpectronic) ) H & I 3G hnwk FE ) FLJm 1 26 4F T~ , 7625 C Ml E AEPBS,, pH 7. 21 (1]
20nMBL- LR PLfE FabIB ) B2 6 A5 5 FE (UK = 295nm; K 5 = 340nm, 16nmiy 18) ) 3
PR

[0774] 2 Fidk B

[0775]  FERe5E 1) SE 77 S8, A SCIR I Bk = Pudk v B Piik i Br B ds , (AR T,
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Fab,Fab’ ,Fab’ —=SH,F (ab’ ) 2, Fv, flscFv v B, A1 SO i Hoth Jr B o 5% T3 e il Jr B
1258, Z WHudson, P. J. %%, Nat .Med. 9 (2003) 129-134, % FscFv i B I &5k , 0, 5 I
Plueckthun,A.,fF:The Pharmacology of Monoclonal Antibodies (a5 Hifd i) 25 F1
) H1,Vol.113,RosenburgfMoore (%) ,Springer—Verlag,New York (1994) , 5£269-315
W38 WO 93/16185;US 5,571,894 F1US 5,587,458 4 T4 & #MRUSZ AR &b A5 R fir bk 3
I HLEA B 4k 2 32 A Fab AIF (ab”) 2 B 18, 2 ILUS 5,869,046,

[0776] XUtk BA P PURSS & AL s PUAAR b B, FomT BLA A i BRURR 7 P 1 . 451
n, 2 WEP 0 404 097;W0 1993/01161;Hudson,P.J.%E,Nat . Med.9(2003) 129-134; f
Holliger,P.%,Proc.Natl.Acad.Sci.USA 90 (1993) 6444-6448 .Hudson,P.J. %%,
Nat.Med.9 (20039 129-134) P 1idid | =HUAMIY L4k

[0777]  FA 25 M3 biAd o 0 & HUAA 1) 20 BT o B A T A 4 A el e 4 1) 4 S S 40
B ] AR g A S PR B AR R G B SE Tt T R, B A ST AR R N B G S AR
(Domantis, Inc.,Waltham,MA; 51,2 JLUS 6,248,516) .

[0778]  Hifk v BrT LLid i 22 Fhicd il 4% , B0  (HANBR T, S8 BB it 88 B KT AL BA &%
T I EE2H g AR (40, oK A B R A4 A AT TR

[0779] 3.k &R AL PR

[0780]  7E%F %E i) S it 7 S, A SR LI BUAR R ik & HiAk . 41, US 4,816,567 ; Al
Morrison,S.L.%%,Proc.Natl.Acad.Sci.USA 81 (1984) 6851-6855) Hiicik T F:LLik &t
I AE— AL, IRE PR E AR AT X (40, K6 TR R R B R AREdE AR K
BN, 1 W AT AR X)) FINAESE X o AE 3 — A SEB R RS Bk PR A, Horp
PSRBT O 28t BEAR AR FhR BOrA4E 7 BU i & iR B iR 45 & B
[0781]  FE4FE M SEH T b, kB il 2 NI B fifh . LR Hh 4 35 NPk N AL, DL
DL N G2 SR S RIS O B BEACHE NPT A S PR AN S A o 38R, AL I P
B AN N IXRE AT AR 2 R, Fode  HVRs, 494, CDRs , (83043 kIR T 36 Ak, IF
HFRs (&R RIET NP 751 NIEAL I PR AT ik 28 /40 & — 340 i N EE X
TE— oSt 77 e, NIRAHUAAR H 09— LEFRER L4 ok H AE AN B4R (51 4, HVRER 35 B SR I 1)
PUAA) IR AH S5R39 40, DAV SR sl A e e R A

(07821 g 4nn, N U5tk 00 B A A0 il 28 L 1) 7 vk S 45 fEATmagro, J.C. flFransson, J . ,
Front.Biosci.13(2008) 1619-1633+, 3 H., 51, fERiechmann, I.%%,Nature 332 (1988)
323-329;Queen,C.%%,Proc.Natl.Acad.Sci.USA 86 (1989) 10029-10033;US 5,821,337,US
7,527,791,US 6,982,321, F1US 7,087,409;Kashmiri,S.V.%4,Methods 36 (2005) 25-34
GRS e g X (SDR) #4%) ;Padlan,E.A. ,Mol. Tmmunol .28 (1991) 489-498 (i “F 1
H1& (resurfacing)”) ;Dall’ Acqua,W.F.%%,Methods 36 (2005) 43-60 ({#iid “FR¥23l”) ; fl
Osbourn, J.%% ,Methods 36 (2005) 61-68F1K1imka,A.%%,Br.J.Cancer 83 (2000) 252-260
(R X TFRIE BN “ ) 5732 gk — B4k .

(07831 W LA AT NV AN AGZEIX A4  (H AR T~ 3 A “e R IE B Vs B A 221X (451
1,2 WSims,M.J. %5, ] . Immunol . 151 (1993) 2296-2308) ; R T 45 = V20 it 4 if ok .k ]
X HNPUEIEE P AR 3R IX (10, 2 WCarter,P. % ,Proc.Natl.Acad.Sci.USA 89
(1992) 4285-4289 ; flPresta,L.G.4%,]. Immunol . 151 (1993) 2623-2632) ; A\ M) (k5845
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H) R ZE X 8 N AP 24 28 X (140, 2 W Almagro, J.C. #lFransson, J. ,Front.Biosci.13
(2008) 1619-1633) ; FIRJE T I L FRCFER MR X (F 40, Z WBaca, M. 55,
J.Biol.Chem.272(1997) 10678-10684F1Rosok,M.J.%5,J.Biol.Chem.271 (1996922611~
22618) .

[0784] 4. A\Hifk

[0785]  Fr4F € (M) SETt 7 S b, A IR Pu i & N ifd o ANfuddsa] DL A FH AR S 8 40 1)
ZREAE . APUREF LA Evan Dijk,M.A. flvan de Winkel,J.G.,
Curr.Opin.Pharmacol.5(2001) 368-374LA fzLonberg,N.,Curr.Opin. Immunol .20 (2008)
450-459 ,

(07861 A ufac vl DL ik K 4 928 Jir it FH 4 % 26 DR sh i il 4% B ik e R R B P L e R
T AE A0 e Bt 1 7 A S8 B 1 N PiAgR sl B N AT A2 X 1) e B fu A o i ad s 47 g 4 i,
AR R A N S B Bk A DR, LA T P U S e IR A PR R, B AR AE T
Yot AR AN T LA BB G AR A X B DR ) v, N R 1) B e Bk A
R A T R K o R T NI BE R B WD 3R 13 A PR B T 4838, 2 W Lonberg N .,
Nat.Biotech.23 (2005) 1117-1125. %141, iE52 WUS 6,075,181F10S 6,150,584, iR T
XENOMOUSE™ AR s US 5,770,429, HA#iid 7 HUMAB® £ A ;US 7,041,870, H Ak TK-M

MOUSE® £A, #1US 2007,/0061900, HAtiid 7 VELOCIMOUSE® $5 AR - >k H i iR 214
PEAE I e BE BRI NPT AR X AT LA — AR, 91 40, SASE Y ANEE X465

[0787]  Afiffid vl Dlid i B T 2 58 () 7 vl £ C il 1 AT 7 AR N R s B A4 1)
N B BEIR AN/ B - N R A8 R 4B &R o (9120, 2 WKozbor,D., J. Immunol. 133 (1984)
3001-3005;Brodeur,B.R.%% ,Monoclonal Antibody Production Techniques and
Applications (B o0 [ LA H| 25 F ARSI FH) sMarcel Dekker,Inc.,New York (1987) , %%
51-63 1 ; fBoerner,P. %%, J. Tmmunol . 147 (1991) 86-95) . il i ABYHMI 4228 7= 4= 1) At
RABACIRTELT , J. %5, Proc . Natl.Acad.Sci.USA 103 (2006) 3557-3562H1 . 573 4K 77 ik AL 45,
B, iR AEUS 7,189,826 (Hiid 1 M2 I A L & 77 A 0 5w [ N TeML4A) AN, J .,
Xiandai Mianyixue 26 (2006) 265-268 (f#iid | A~ N 2422 980) HH A AR vk o N ARAS R F AR
(ZFE AT HEEAR) HidiAFE Vol lmers,H.P. fiBrandlein,S.,Histology and
Histopathology (ZH 4% RIZH U3 %) 20 (2005) 927-937LL KVollmers,H.P. Al
Brandlein,S.,Methods and Findings in Experimental and Clinical Pharmacology
(S 58 NI PR 24 B 2 o (1 7 VR AR B) 27 (2005) 185-191+1 .

[0788]  Aifathmy DL I 73 B9 e N YR B A R s S () Fy o [ R A% &85 1 35 21 i
ARG, AT LUK BTk T AR 25 A ek P 91 5 7 B NAELE G R IAH & o h SCRER T T AR
SR IR N TUAI R .

[0789] 5. 3CEERIEHIPLiA

[0790] A W R Fo AR mT LA 1 57 126 2H & S P vh BoAT — il 22 i e 22 1S PR I LA T 23
BN, AR L R 22 B D7k BT AR I R A R s DL R I ELI G BT IR SO B SR LA R
B 2k S ERE U 45t , BT Id Ty v B4t fEHoogenboom, H. R . 25 ,Methods in Molecular
Biology (707 AEM)5J53%) 178 (2001) 1-37+, I H., i, it — ik ik fEMcCaf ferty, J. 55,
Nature 348 (1990)552-554;Clackson,T.%E,Nature 352 (1991) 624-628;Marks,J.D. %%,
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J.Mol.Biol.222(1992) 581-597 ;Marks,J.D.fBradbury,A. ,Methods in Molecular
Biology (Zr A2 J71%) 248 (2003) 161-175;Sidhu,S.S. 2%, J. Mol .Biol . 338 (2004) 299-
310;Lee,C.V.% ,J.Mol.Biol.340(2004)1073-1093;Fellouse,F.A.,
Proc.Natl.Acad.Sci.USA 101 (2004) 12467-12472; flLee,C.V.%%,J. Immunol .Methods
284 (2004) 119-1321,

[0791] 75 JE S i A J 7R 7 v, a5 A g =X B (PCR) 23 31l s B (PCR) 225 AT ) 4 4
1% o, HBENL E A AEVE E AR SCEF , R I LLanfEWinter,G. %%, Ann. Rev. Immunol . 12
(1994) 433-455 1 Fir i i 196 12 W 11 A SC e - 4R 45 6 P it 10 06 B A o Dk T A S 780 b e TR A
Fr B VBN BBERY (scFv) B BRERAE NFab B - Rk E 48 G 2 1 SR IR I SCZE S BEET X 4728 L)
SR AN A TR 7 B 4R R o A dse b, W DA T R R AR AR i B3 (B, Sk T
PASEHEER X 5872 Y0 B AR B S PR LA A B S PR B B ) B — R, TG R AR S, T
Griffiths,A.D.%%,EMBO J.12(1993) 725-734 0T iR o 8¢ J&5 , 16 AT LAIE I A\ 40 i v 2 S 2 HE
VLR X B , I HL#F F A& Bl AL S PCR 51 905K 4 A = A2 CDR3 X FF H. S0 A& #h 55 7, 1
A ) 45 T SR IR SC R , iiHoogenboom, H.R. FlWinter,G. , J.Mol.Biol.227 (1992) 381-388f
I o IR N HUAARNE R A4 ST L R A A dE L 54 - US 5,750,373, FIUS 2005/0079574, US
2005/0119455,US 2005/0266000,US 2007,/0117126,US 2007/0160598,US 2007,/0237764,
US 2007/0292936, F1US 2009,/0002360.

[0792] I HH AU SO 0 & Bk st fR v Boe A U A BUAR BN BiiA 7 B .

[0793] 6. &4 RMEPUiA

[0794]  Fr4FE L7 B, A K IR AL LR & 2 45 Rt uAs , B, XUR: et didk . 2
R R AR 2 0 2D AN AS A7 r B A 456 e e PR ) B o B AR o AR e STt T R, —
Pl A RE PR B N a- Rl & A 19 37 B 55— P s A ke e At R BT T = A e s ) - 72
R R ST SR SURE S PUAR AT DL g A N a— SR flA% B 1 1R R AN AN [R) 3R A o UK S PR A
T DL FH S A 240 5 P X e Ao 21 3R N a— i B 1 1 4T o OURE S PR A mT DL 5
eI LNE IR

[0795]  FH Tl & 2 R e PUR B R R QLG  AEANER T, BA AN [R) 4R 55 14 1 79 O e Bk B
- ) B L ik (2 WMilstein, C. fliCuello,A.C. ,Nature 305 (1983)537-
540,W0 93/08829, MTraunecker,A.%%,EMBO J.10 (1991) 3655-3659) , F1 /™ #t— £ —FL I
H” B0 (0 910, US 5,731, 168) o 245 S PP s m] LI A i) 4% < d st o5 e i R A AR
A (engineering electrostatic steering effects) T #ill&PiihFc— TR — AR T
(WO 2009/089004) ; AT Bk A LA b RIHTAAE B (Z W, 40, US 4,676,980, FBrennan, M.
% ,Science 229(1985)81-83) ; Ml A7 2 MR i B LA 7™ A= XURe e MEdu Ak (L, 9l 4
Kostelny,S.A.%%, . Immunol . 148 (1992) 1547-1553) ; fdf F “XULAA” 55 A 61 £ AU Ttk i
B (B W, B, Hol liger , P2% , Proc . Nat1.Acad. Sci.USA 90 (1993) 6444-6448) ; Flfdi
FHBSERY (sFyv) B4R (B W, 10, Gruber , M&%, J . Tmmunol . 152 (1994) 5368-5374) ; | 4%
= SRR, N AE Tut t, AL 2%, 7. Immunol . 147 (1991) 6069 fITik .

[0796]  EA5 =LA _EIThREDUIR 45 & 00 i B & i i, .45 “5 f4 (Oc topus) PUik” A
FELEASCH (L, 45140, US 2006/0025576) .

[0797] A& A PLAAR B BOE 4G “WH A FFab (Dual Acting FAb) 7 B{ “DAF” , HAL %
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gia N3tz E LA & I — D ARBUR (Flanz: W, US 2008/0069820) 4L 545 G AL i
[0798] 7Kk BH AU ER F BOEALHEW0 2009/080251,W0 2009/080252,W0 2009/080253,
WO 2009/080254,W0 2010/112193,W0 2010/115589,W0 2010/136172,W0 2010/145792,
WO 2010/145793H fir ik (1) 2 ¢ e PS4

[0799] 7. HufkAR A

[0800]  FFEsE SEHti T =, 2 FE A K SRR AL PR 1) U R 7 91 A8 A4 o 45 4, W DA B AR 1
PR PO &5 G o 0 A/ B H A A 2 R P L BRI & 5 TR P 51 28 R mT DL 3 ) 2 8 ol
RPUARTIAZE TR T 5 5INIE M B sl i kA i 4 - Frid s 1 e , 51, AT bt
PRI R L 7 0 A B I R0/ B3 N/ BB 4k 2 o mT AR AT SRk i AR B T A A
PASRAT e A R AR, 257 B 2 R @ Ak B A Pl 7 2 B RRAE , 91, P SR 4 o

[0801] &) B 4 . i N Rk 2 A5 44

[0802]  FrEAFE LT B, IREA PN ERE B PUET k. H T B2
(1) H AL s AL FEHVRs FIFR s o fR 57 B R FER 1, JLAR A “OR It 1) B ¥ o B S o 1 1 A
FRPEFER 1H , FoAr R TR IR R B, H H S B R L B Fh 2R e R Seh gk — 20 6l
A E IR B e ] DL S N B H B, 3F Bk = n ERARE M, a0, CREE 1 /3 S 4t
JiR &G, 80 1) 92 i 1 B M R ADCCER CDC

[0803] %1
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[0804]

[0805]

[0806]
[0807]
[0808]
[0809]
[0810]
[0811]
[0812]
[0813]

IR IR A 7 1 ) B R F B #t
Ala (A) Val; Leu; Ile Val
Arg (R) Lys; Gln; Asn Lys
Asn (N) Gln; His; Asp, Lys; Arg Gln
Asp (D) Glu; Asn Glu
Cys (O) Ser; Ala Ser
Gln (Q) Asn; Glu Asn
Glu (E) Asp; Gln Asp
Gly (G) Ala Ala
His (H) Asn; Gln; Lys; Arg Arg
Ile (I) Leu; Val, Met; Ala; Phe; 1F+Z 2 |Leu
Leu (L) WESZBR; Tle; Val; Met; Ala; Phe | Ile
Lys (K) Arg; Gln; Asn Arg
Met (M) | Leu; Phe; Ile Leu
Phe (F) Trp; Leu; Val; Ile; Ala; Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
R gh 5 B ) B R E#
Thr (T) Val; Ser Ser
Trp (W) Tyr; Phe Tyr
Tyr (Y) Trp; Phe; Thr; Ser Phe
Val (V) Ile; Leu; Met; Phe; Ala; 1ERZ& & | Leu

o R RN B4R 1 AT DA IR 29 i T IR 4
(1) BR/K ) IE=Z R  Met ,Ala,Val,Leu, I1e;
(2) I MsEKE :Met ,Ala,Val ,Leu, I 1e;

(3) BRI : Asp,Glu;

4) B R :His,Lys,Arg;

(5) M FE 7 ) 1) 5k s : Gly , Pros;

(6) 75 71 : Trp, Tyr,Phe.

AR 55 B R R 8 A Le B ) — M e R 5 5 — P ss e
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[0814]  — IS Y (1) B ¥ A8 A 045 B ok A Piig (i, NI HIARs AN i) B —A4 el %
AN AR X AR L G E, TS B RS H T3 — PR AU — AN AR A X T REAR A
H A F e A W 2 e 1 ) ok (0 ta, B2 ) (0, SR 55 R0 7, 92 1) e 98 TR ) A/ By
HA B AR B BEARUAR I L AR ) 22 R P o IX P 2 28 1 s 45142k (1) B 3073 R 2 S A D
BB, AT DUAGE R = AR 51 G, AP 36 T I B A OIS 1) S AN BB R AR ST R IR 1)
HRLL 5] 5 2, i — L Z AN HVRERFE R AT, I HA4 A8 R HiAk e 7= 7R 1 41 5 HLim e o e
A s (i, 555G 26 A0 7)) o

[0815]  f5l4n, mf LAPEHVRs R g AT 2840 (5l hn , B 30) , LA s bk i f ) ik 284k mr LA
HVR “Hh a0 A1/ B b SR 1 5k 22 gk AT, B 4R s BRI g 70 A4 200 A Rl 2 i 2 v o e A
TEAR ) B HGT Br w3 (B0, 4140, Chowdhury ,P.S. ,Methods Mol.Biol.207 (2008)
179-196) , % Fir45 21 (1) A8 7 VHEL VLA I 25 6 25 F1 77 o 388 1 #4)  F0 = 2 S0 e BB 56 5%
AR E 20 1R 7 9 WHoogenboom, H. R . 2% ,Me thods in Molecular Biology (43 T-4E¥)
22 775) 178 (2002) 1-37H1 o 7R F 7 A A1) — S8 52t 5 Ze vh , Jl e 22 Fh 7 v v AT — Fob (491
un, 5y #EPCR, BE 2, BRSEAZ B IR — € M) 38) 4 22 PRI 5 N 38 B T i A AT AR L R v o 98
Ja e A AR IR S S TR I O DA S 8 B I RR B SR A I P R PR A R —Fh g
N Z REME I 7 VA4S HVR-E [7) J5 16, Herh —SBHVRER JE (10, — R 4-64N %58 W BENLAL . 7]
DURE 51 %5 08 2 S0 R 456 BIHVRER S , 4911 4 , 48 FH T 20 B8 3 16 175 70 Bl AR 46 08 o 18 s
51 %8 7 CDR-H3 FICDR-L3

[0816]  FEAFESLI T R, B AH A BER AT LUK A E— B2 MHVRs H, R E iR AR
WEEAR EAN DR S P04 G B RE T B, ] LUFEHVRs i AT FE A B AN/ 25 6 2
FIWIOR ARk (B, WA SCHEAR AR 7 B 4) o451, FriR 28 A mT AZEHVR s H 2 il i 11 7k
FeZ A AE SIS VEANVLF 21 1 45 € St 77 28 b, B NHVRAE R ARG L B 2 AN
ZF NN AN ERERE .

(08171 FH-T- 455 mT AR B8 [m) FH T 5 A8 A P4k 1) e ik sl X I8 A 3807 VAR R “TI = IR T 4
#A8” , fCunningham,B.C. #Wells,J.A.,Science 244 (1989) 1081-1085 ik . £EiX 5
Wi, S AR SR B A R AR AL (D, A e R 3k, Warg ,asp,his, 1ysflglu) H H A+
B A7 F A () 2 B R (514, A 2 PR R TR 5 46, LU O 2 15 s e P A 5 0 i () AH L
R o HoAth B 4 7] DLAE SR I B 0T 46 B e ) D e SO M I 2 B IR AL B TN o & e M, B )
HIHE, HLER-PUAR I G b 14 25 74 %5 58 B S0 R 2 1R] R 42 ik 5o P 38 2 ik 9 R 20030 (1)
B 25 T LA I 1) BT ok, A D9 B M ) A o T DA AR AR E AT TR T L T I R
P

[0818] S JEMR 7 14 N ELFE K BEVE R AE — N B — 1 DL B AR BRI 22 IR 1) 2 2 v
A/ B F -l A, DA S AN S R R TR R Bl 2 AN R L IR TR L 1) 7 51 PN 4 N o R i 4 A\ ) S
5], 455 2 A N FH et e e B 22 PR A7 o H AR 70— 1 LA 4 N 38 (0 4 AE PU AR FN- g B C—
Uiyl A (19140, F-T-ADEPT) BSRl& 38 b A4 iy 3 ¥ 32 830 2 ik

[0819]  b) HEFLAL A4

[0820]  FEFsE KTt T Z2 M, AR A B AR A () A2k LA BG Il ilc 2D Pl 3t 470 4 4 8 i A P
F5E o [ AR N 0 s o b 2 A0S 55 R DA b i o AR R 4 LA P A sl e o — A el 2
ANBE A A TSI
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[0821]  FEHIIRG EFcX MG H , ] AR B 7E H E B iR/ A 40 o 1 R 7L 300 P 48 i
FEAE R AR FUAR LT b A 55 0 S 0 £/ (biantennary) Zed#, HoE & @ IN-1E L iE R R
FelX ffJCH245 #9381 Asn297 | (S I, 6l 4, Wright , A. fiMorrison,S.L., TIBTECH 15 (1997)
26-32) o FTIR SEHE 0] DLELHE Z oK A &4, B, H 826 , N- L BE R B % (GLeNAc) , - 7Lk
RN IR 5 DA K 55 50Uk A SEWE S5 R “Z5T7 HR G L NACIE BRI 5 T o 72— L8 ST it 5 B
AT LAREAT X A B B i AA o (0 SERE B A2 1 , T = A2 B B st iR R P P AR AR 4
[0822]  7E—ANSLjiti Ty R, P4 B B e (B HRal Al Heth) B FclX 1) 2 0 0 B 7K AL
GRS AR G an , TERTIR B, A i = T LA 1 % 280% , 1% 65% ,5%
265% 820 % 240% o 77 5 HH 1) Fd 1 AR T i i MALDT-TOF Jia 5 I & 3% #2 2| Asn 297
BT RS (flan , 526 R A A T A H S b 5 M) I S RN BEAEAsn297 1 BEEE N 1
R R E B0, WENO 2008/077546H BTk « Asn297 2 FRAEFc X A L F K 4
L E 297 (FeX FREEMIEudn ) 19 R AT Gk 5L s SR , BT HuAk BN B 7 5178 46, Asn297
AT LA TAr B 2971 Bl T IR 40 = 3SR AL , BRI, 7247 B 294 13002 1] o I ik 5 78
AL AR 4R mT DL B $2 = I ADCCTIRE - 2 WL, 114, US 2003/0157108;US 2004/0093621 . %
T T AR ALY B RN R I B AR AR I A A I SE AL dE - US 2003/0157108 ;W0
2000/61739;W0 2001/29246;US 2003/0115614;US 2002/0164328;US 2004/0093621 ;US
2004/0132140;US 2004/0110704;US 2004/0110282;US 2004/0109865;W0 2003/085119;
WO 2003/084570;W0 2005/035586;W0 2005/035778;W0 2005/053742;W0 2002/031140;
Okazaki,A.%,J.Mol.Biol.336(2004)1239-1249;Yamane-Ohnuki,N.2%&,
Biotech.Bioeng.87 (2004) 614622, f& 5 7= A= s 25 BENE AL I PTAAR I 20 0 2R 11 S 4] B0 45 i 2k
A S ERE L Lecl3 CHO4HMY (Ripka,]. %, Arch.Biochem.Biophys. 249 (1986) 533-545;
US 2003/0157108; F1WO 2004/056312, JuH A& ESL it 1 1) , R SR I 4HME & , dna—1,6-
LR RSB LA L, FUTS, MEBR R CHOZH i (3 W, 640, Yamane—-Ohnuki ,N. 4,
Biotech.Bioeng.87 (2004) 614-622;Kanda,Y.%5,Biotechnol .Bioeng. 94 (2006) 680-688;
FIWO 2003/085107) -

[0823] gt — DR pt B AP0 BN R iR AR 4, il an , o & 82 B AT IR PUAR I Fe X 1 11
A A FERERE G1eNAC™F- 43 o BT B AR A mT DL B AT 820 (1Y) 5 e B AL AN/ B = R ADCC I g
FIT 3R F0 A2 AR AR 1R S 9130 3R ZE A 4nW0 - 2003/011878:US 6,602,684 ; AIUS 2005/0123546H1 .
IR ERERIF X B T B 2 /D — Fhf ZURE R B AR A 4 ik HiAs A2 A my DLA
HHEEICDCThRE o Bk PLAR AR AR 0 R £E 1 anwo  1997/30087 ;WO 1998/58964 ; F1WO 1999/
227641,

[0824]  ¢) Fe[X ARfA

[0825]  FrEsE SEHti T Z2 M, AT LA — Fhal 2 M L RR A1 51 O\ B4 K B (B Hiddk A
R X H, = AEFe X AR iR Fe X ARAR ] LA S fE— AN B 2 MR AR B & H
FEmE i (Ban, B ) (1 NFelX 751 (i, AN1gGl,1g62, 1g635,1gG4 FclX) o

[0826]  FEAFE St 7 S, AN B 5 1B B A — LU AN 2 A RN T D R I B AR AR AR, X
A5 15 3L B A F T 3R IR S FH ) B ARV 32 420 , 75 i 2 FH HR S oA 1 Ak P 2 32 92 B B 1
HELL RN T Ihfg (WM FIADCC) 2 A D B B S 1 v DLBEAT AR R0/ B804k P 41 i 75 1
D52 SRS AECDC AN/ B ADCC % M Iy /b / T B o 51l 4, v BAREAT Fe 5244 (FeR) &5 4 i SR i
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PR HiAsh /SFeyREE & (Rt o] B Bk ADCCYE 14) , 1M PR B FeRn 4 & B 77 - A4 ADCCHY IR AR
Y H , NK4H AL, A Kk Fe RITT, 1l BAZ 4 KL Fe RI,Fe RITAIFc Rill.FcRTEI&EMANAE I
1A M 4EfERavetch, J. V. flKinet, J.P. ,Annu.Rev. Immunol.9 (1991) 457-492 55464 71
()23« PEAl B 19 43 ADCC I P4 B A4 A1l s 1) AR B il P4 52 4511 ik 7EUS . 5,500, 362 (41
1,2 WHellstrom, .4 ,Proc.Natl.Acad.Sci.USA 83 (1986) 7059-7063; fllHellstrom,I.
2 Proc.Natl.Acad.Sci.USA 82 (1985) 1499-1502) ;US 5,821,337 (2 W,Bruggemann, M.
%%,J . Exp.Med. 166 (1987) 1351-1361) H o 28 1dE 3, v] LA FHAETBCH PR e v (0, i, O
TR 0 A FFIACTT ™ E T 40 o 25 PE M %2 (CellTechnology, Inc.Mountain View,CA;
FICytoTox 96% FE U1 4 g 7512 I 52 (Promega ,Madison, WI) o %] BT i il 5 6 FH 11 %50 41
i A, 5 41 JE If BE A% 40 D (PBMC) AR SR 75457 (NK) 4B . 4% 356, 55 5 1, 7T DL A 9 174k B
()43 T~ ADCCIE 1 , 5 4n , 72 S A inClynes , R . 25, Proc . Nat1 . Acad. Sci.USA 95 (1998)
652-656 1 A FFH AR LL A 3B A1) LLHEAT Cla4h & I SR ETIEPUIA AR fe 45 & Cla 3t B Bh kb
CDCIEYE.Z W, , f1tm , WO 2006/029879F1W0 2005/100402H1 f)C1qAIC3cLh S ELISA. N T i
i FMA B , BT LLEATCDCI 58 (L, Bl , Gazzano—Santoro,H. %%, J. Immunol . Methods
202(1996) 163-171;Cragg,M.S. 2 ,Blood 101 (2003) 1045-1052; LA JzCragg,M.S. f
M.J.Glennie,Blood 103 (2004) 2738-2743) .i& ] DA FASA5uIsk & 01 75 (S 0L, B,
Petkova,S.B.%%, Int. Immunol . 18 (2006) : 1759-1769) #E4TFcRng: & A N 75 RR /2 28 1
5E o

[0827]  EA /DB 8N F DhRe M biiA B 4E B A X 5% 5238, 265,269,270,297, 327F1
3294 [ — AN B 22 AN I B K IBLL (US 6,737,056) o TR Fe AR 35 B oA 7E s i &
265,269,270,297 F1327 1 AN B EE 2 AN b 1 B I F e AR , (35 BT B 1Y “DANA” Fe &A%
fa, HAkFL265F1297 E#H AN &R (US 7,332,581) »

[0828]  {did T H A& MBI/ N SFcRs 45 A 1 FELeFe ARk . (0, 40, US 6,737,
056;W0 2004/056312, fiShields,R.L.%%,T.Biol.Chem.276 (2001) 6591-6604) .

[0829]  FENFESLH T B, PR AR S BA — D2 A2 S ADCCHI 2 LR B #: M Fc
X, i, B #EFc X B A7 B 298,333, /88334 R IEMIEUS 5) ) B #r .

[0830]  fE—HESL )T S, fEF X FR AT ol As , Firid el A2 5 i AR 1) (B, 42 = 1 Bl /s
(1)) Cla%h & Fi/ BUAMA A 4 21 B 2514 (CDC) , 514, anfEUS 6,194,551,W0 99/51642, il
Idusogie,E.E.%%,J. Immunol . 164 (2000) 4178-41841 firik .

[0831]  US 2005/0014934 %14 1 HA BG I ~- 22 HA AR = 1 58 4 JLF e 32 44 (FeRn) 145
E WP, A TOERMATeGs# iz 8 iR )L (Guyer,R.L. %%, J. Immunol . 117 (1976) 587-593,
AKim,J.K.%%,T. Immunol .24 (1994) 2429-2434) . IR fk 0 & 78 Horp Bofg — A ek 2 R
FiFclX HFceRnff g5 & 1 B ¥ FclX o fridFe B R HE B A 7R Nk FeX iR i) — e 2 A
LB B B ) L £ 238, 256, 265,272, 286,303, 305,307,311,312,317,340,356,360,362,
376,378,380,382,413,4245434 , 411, Fe[X 5% L4341 & #: (US 7,371,826) »

[0832] i WA.R. MWinter,G.,Nature 322 (1988) 738-740;US 5,648,260;US 5,624,
821 ; LA Je T HoAthF e X AR SLAFIFIWO 94/29351 .

[0833]  d) Pt EAMRIUE M PLiAAL 4

[0834]  7EF g S it 77 Z2 Hh 5 T DL EE AR Hb 7 AR 2 e S IR 50 B B A, 9, “BRARMADs
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(thioMAbs)” , Hrh HUAR I — AN B2 AN TR A 1 e 2 R ik ik B 4 o 76 HAR ) SETti 7 S, o
B R AT AE T PO AT 230 B A7 A o B F 2 I R B 4 Ik S Bk I, bR I e o7 1 R
BRI T B T i A 5, 9F BT DA T4 ik iR 486 2 B 250055 0 b, tn 2 4G
PR 7y B Sk~ 2 s KB 43 5 AT P2 AR e S8 8857 ), QD AR STk — 20 It » PR AR5 78 S it 7 &6
W, R R R A AT — R 2 FRT LR P R B e - SRR V205 (Kabat4e5) s RN
A118 (EU%w'5) ; MIEHEFCX 1S400 (EUSW'S) o - IHt 2 FR b I Hi g vl L ansil an 56 Us 7,521,
541 ik = A .

[0835] o) HUMAATAED

[0836]  FEFE SLHti T =M, AR BHHR AL Podd mT Lk — 2 DAL & AU 2 RN i) B2
Gif A0 S AN AR A RS M) o 8 T HUARAT AR I AR o B AR EA IR TR R &
Yo IKVEPE TR A W 0 JERE il 1t S5 B35 58 2 — % (PEG) , & B/ BRI 3L 5B, SR R Lo
e 2, W BB, B IGEE RO B, -1, 3- URER, -1, 3, 6- =Mk, 20/ Tk
FRIT LR Y, KA COREVBEENLSLRY) , FE R (n- 4 1 ZE s i) 5 2
TR, N B R, REMNNE /A LR Y (prolypropylene oxide/ethylene
oxide co-polymers) , K& LA ol (Fan, H) , K OEEE, UL IREY . R 4
T T AR K R AR E P R LR I R AR S R AT LR AR R T B, I
BT PR 53 SCIBAN 7 321 BB R ik LI R A8 E v U, Bk &2 T
—ANEEY, WIEATAT DL A A B 8AS [F] 1 4 1 85, T ATAE R R Ao H /el
RURT DL T R IR 5 e E , iR 5 [E B EARR T, Prik B o 0 4 e e P B IhRe , Ui AT
AW % F TR E 25 T IR YT 5555

[0837]  7E B —/NSLitir b, SR BUR AR R A FFESS R A, irid dE B A R
FEG5 K5 73 v DL I 5 % T 5 20 0 e B P Ik o 72— AN St 7 b, FriR RS A e &5
Kl oy R RN K S (Kam,N. W2, Proc .Natl.Acad.Sci.USA 102 (2005) 11600-11605) . &k
AT LA R BN, 3 B AR T, A8 00 5 30 40 i 0 &, (ER oK Bk AR 8 B i
GERF 53 NP AR 2RI BTk HiAR -3 B 3 URE &5 74038 40 IR A PR SR R FE

[0838] ) LA ifi Fixi i P 28 AR AR R 1) 5

[0839]  FASTREHUIARNT TG IT #hZe sl R HX 28 RSt (ONS) i B B KRG T 71, H 2
LR NG 0 47 FE 32 240 1 i 7 % (BBB) PR 1l o i L A R L R M, E MR R IR R 1 1eGA
EHDIE & (290.1%) % 3EBBB#E ACNS (Felgenhauer,K. ,Klin.Wschr.52 (1974) 1158-
1164) , HAHUARIICONSIR FE n] AN 2 LA SR VPR mIAE H -

[0840]  FriF € SLhti 7 R, A K IR AL Ju Ak v] Lt — 2840, L& — A el 2 A
I A B2 S 3 AT 0 I i B P 2 AR A

[0841]  Jf ik —ANml 22 I i i i 2 M AR AT DA R A8 52 el B B R A — o o 72— MR
() St 7 e, P ot i o i 28 AR S H k- 7 B 1) C i

[0842]  HEBERICu AT DL A& DL FE R Bk 3 PGK 45 BRI 56 HE 1) C iy o B % 1) C iy v DA & R S ) C
Uiy, Fe Hp — AN B AN Cig 2 JE PR PR T4 25 B o A8 — MR IR 1) SE Tt 77 2, B 1) C g o LA PG &G
IR P AR 1 Coif

[0843]  —ANml & A I figg 57 % 2 MR AR R mT DA B o i ok e Sk b A B S AN PR BE AR —
ML St 77 2 b, Bk KB A 2 B2 7 #11GGSGGGGSGGGGSGGGGS (SEQ 1D NO:41) »
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[0844]  FiTidk ifi fibi o et 2 AR AL BR 0] DA i iA s Py B B o 6 — NSt 7 270, v 3 i i o e
AR scFv , FLAEN-F C—ui I 6, 5 2 B m AR 45 #e) 3 - i e 18 45 M k-2 Sk JIK -
o ] A s Ay 45— B L A M3

[0845]  7E—AMILIE RISt 5 &, BT i ifil i B B 27 AR LR B (G4S) ez Sk IR -
BRI 2 AR AR8D3 ) scFv F BE sl e I AL A AR 4

[0846] R 1EFH A JEALI AR AR KR IX AL 431, Foad i 4 61 8D3H1 44 () CDRs #2422 21 A 14 42
TR FEABEIX (FRs) A/ AR X (HVRs) B4 — A~ H 4% e b 37 BB AT 3 7 51N 1-34> 58
[0847]  FE—ANJTTHIH , AR BRI —Fhfi- Na- Rl & APkl & 2 Ik, He&h-A
a— A% B PR A R Sk RO A 45 A 000 A 5 e 52 AR 1) LA & 4 Sz, Herp il e 3k
BB N a- il 2 A PR B L 31 55 10 o 57 s 52 R 25 A 1 SR AR 45 A Sk I

[0848]  fE—ANJTTHIH , AR BRI —Fhfi- Na- Rl & APkl & 2 Ik, He&h-A
a— A% B PR A RSk RN — > g A I A 5 e 52 AR 1) B A & A Sz, Herp il sk
BB N a- il 2 A PR B L 21 55 10 o 57 52 R 25 A 1 SR AR 45 A sk I

[0849]  FE—ANSj 5 e, 55 I Bf B 52 AR 45 6 1 B 45 G Sk AR L 2 KRR
R

[0850]  7E—NSLjitiy &, 55 I B B 52 AR 25 A I BN 5 S SR B Ik B el IR 2 R
H 43T I RS A2 ARG AR , scFv, Fv, scFab, VHH, £F —/MICi% i St 7 270, 3% H scFvik,
scFab,

[0851]  #E—NSEHiti 7 224, Fvih i fisi B s 52 4 ik FH T IR 4 i 40« e Bk B 1 32 4, TR )
R, IR WA KR 52K AR B R B 1 S2 AR AH G B 18, R B i B 1 S A A 5%
(8 A LR 3R 45 6 3R B AR KR T REAE K R - o 2R — AR I St 5 S Hp 5 T 3 I ik o e 52
PR R R 32

[0852]  fE—ANsjita 5 A, 50 A B B 2 AR 45 G (1) BN 25 A AR BL B — S scFabE — A
F I R B AR scFv, B B AR IR 3 ks 1 S2 AR TR I 2R AL (R & 7ESEQ 1D NO:52,
53FN5AM F IR T 5 H) K scFabEscFv.

[0853]  7E—ANsj 5 A, 55 I B B 52 A &5 6 1) BN 45 B S B Sk AR I B - A
a— SR ik B 1 AR I B 1 Clify o

[0854]  FE—ANSEhti T =, ik kg5 # 2 B 2 /D 15D S BRI KR B AL H A 18-25
NEEERR K B AR T 51

[0855]  fE—/NSLjiti & H , Frid b Na- S filikz i B Prid 2 A K Puik , 75— Mg i st it
TR, K Ig6 RIEAK AR IR H W SR PUiR R 5E 2 KA 2% Pk B 55 2 R4 e bt
i, Horp FE PR S5 PR EEAE 22 ik, Co i 22U R e 2 (K) AT AAAAE BRANFAE

[0856]  FE—AMILIE RISt 7 e, B N a— Sk & A Buik b & 2 KL 3 VR D vy 1
AR 2K TeGhi- N a- Tl AZ B F Hidk 7 511 NGGSGEGGSGGGGSGGGES (SEQ ID NO:41) 42
LA —MEN BN 56 L AR scFab L S5E N I K 32 /6 1) N Bkl B 2 ik 45 5) , Horp
scFabifl i #2:3L BB B A K i N a- 5% i B Bk i) — 2 B8 (Feil o) 1 Cuiy, 35 H, H
scFabil B N\ 628 S22 7ESEQ 1D NO:52, 53 F154 11 & 2L 13 41 1 3247 o

[0857]  FE—AMILIERI S T R, B N a— Sl & A Buik il & 2 KL 3 VR D I sy 1
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AR 2K TeGhi- N a- T fltZ B H Hidk 7 511 NGGSGEGGSGGGGSGGGGS (SEQ ID NO:41) f 42
LA —MER M GG AR scFy (SR N2 AR N A 2 g4 E) , Hrp
scFabifl i #2:3L BB B A K i N a- Sl i B Bk i) — 2 B8 (Feili o) 1 Cuiy, 35 H, H
scFabil B N 6808 2 AL 4 7ESEQ 1D NO:52, 53 F154 11 & 2 13 41 1 3247 o

[0858]  FE—ANSLitify H, Bi- Na- Ttk A LRI 28— B AR 3 88 — R AR i,
H H TR BRI 28 — B AR AL 50— SRR B, EATT A VI T A BB YR R AL
[0859]  FE— NSt 7 R, Hi- Na— S fli% B E BUAR i) 25 — BRI 2F —  RAR LB 2
S E B, I B N a- SR Al B ORI B E A 1) SR A R L E A (R
-t N—FLIF SR RS) .

[0860] A SCHRIE (1) Pi— N a- T Mk B [ Pl & 2 Ik nT LA VR 254, e i b, FemT DL AT
TBIT NEIRE , V& W, B, A 4 AR -

[0861]  ASCHRIE I HT- N a- SR flA% B B rikmh & 2 Ik mT BL A TR Pi- ARz & E 3t
A (R 2050 7 - S AAR) a5 3 I i Jo e o

[0862]  FE—ANsjifa 7 &, 7EHF e X 1 CoR o R K BIAE N B 25 A S AR ) scFab (L4 &
N A ZAR) ERdt- Na- 5 fili% & A Uik EEEEN-BIC-ti 7 ) _E A Nk ghH
[0863]  « ToGEE%%,

[0864] o fik4zsk, Hol [gGH BEFc X FICAK b fBEX B scFab VLAS HIRAINA By, 7 — /ML ik
(RSt T 28, Birids ik Sk B & LR ST 511GGSGGGGSGGGGSGGGGS (SEQ ID NO:41) ,

[0865]  « scFabf) n] AR ik 45 Fdak (VL) FIC—w 42 BE 45 /3,

[0866] o Jik#k, HolscFab C-xiRHESE H I COR v R X ] scFab  VHES MR IINA i , 78
— ML St TT S, Bk B 25 7 B 2 2R 751 (G4S) 6GG (SEQ ID NO:55) ,

[0867] e scFab¥yi At m A% B4k 25 #438 (VH) FH1gG CHI H5 4 45 A4

[0868] NSty =, 7 HFc X B CoR B R BX BIAE 9 BN 456 SEAR I scFv (L5 &
HEER A M) LMY N a- Sl B B U SRR CEN-BIC-um 7 W) _E B IR S5«
[0869]  « ToGEEH%,

[0870] o Jik#sk, HoMG TgGEBEF o 3 B C AR i AR I Bl s cFv i Ads Jr BR VLS My N v , £
— ML ST R, BT Ik Sk B & L IR I #11GGSGGGGSGGGGSGGGGS (SEQ ID NO:
41) ,

[0871] o WIARERFELEMIIR (VL) ,

[0872] o fkzsk, oW m AR A Bl 4 MY I CAR Uty R K B scFy - VHES RSk IRINA 3ty , 76— AN
e St 7 S, TR IR 25 0 B R 2R 7 41 (G4S) 6GG (SEQ 1D NO:55) ,

[0873] e scFvifk i Bir) nl A8 B % 25 #3 (VH)

[0874]  FE 55— J7 IHI 1 , AR W M 1o 580 7 - SE A 3 2 o o i o o P i & 22 I,
PrCH2-CH3 TgSAd | Pk Sk A — A~ 3 ) I i 57 [ 52 A& B scFabEscFv, H i frif scFabak
scPvil I 4 S 4B e BICH2-CH3  TgSEAA K CR 3 .

[0875] NSty 2, I fivi B s 2 MRAR R/ T m] I 57 e 52 A4 F) s cFabEls cFv 2k i T
N4 B - B B A 2 AR P AAR8D3 (5 1, 2 WBoado,R. J. , % ,Biotechnol .Bioeng. 102
(2009) 1251-1258) . R B FE 1] AR 5 M B A TR = LR T 1«
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EVQLVESGGG LVQPGNSLTL SCVASGFTFS NYGMHWIRQA PKKGLEWIAM
[0876] IYYDSSKMNY ADTVKGRFTI SRDNSKNTLY LEMNSLRSED TAMYYCAVPT
SHYVVDVWGQ GVSVTVSS

[0877]  (SEQ ID NO:56) .
[0878] [ ARHE R ARLE MR (AR BA TR AR 741 :
DIQMTQSPAS LSASLEEIVT ITCQASQDIG NWLAWYQQKP GKSPQLLIYG
[0879] ATSLADGVPS RFSGSRSGTQ FSLKISRVQV EDIGIYYCLQ AYNTPWTFGG
GTKLELK
[0880]  (SEQ ID NO:57) ,3f HER ok n] AR g5 #ydek (R 1k2) B MR H IR 751 -
DIQMTQSPAS LSASLEEIVT ITCQASQDIG NWLAWYQQKP GKSPQLLIYG
[0881] ATSLADGVPS RFSGSRSGTQ FSLKISRVQV EDIGIYYCLQ AYNTPWTFGG
GTKVEIK
[0882]  (SEQ ID NO:58) .
(08831 — M IfiL i J37 P 2 AR R
[0884]  FE—/NTTHIH, ik bu- NS filih% & A PUARm & 2 IR TA GF L5 — AN i BB 22 4R
PR, Hp BT I I i o e 2 AR B AL B - N R B 1 S AR AR 8D 31 N VR I ] AR 5 )
35, B LS B B N ER (1 32 R BT AR 8D I N EAK 1) T 2 458 g 3 14 .l e 5% A A 2
B P N a- Tk & A Pk 2 i BB o o N ALk B 1 32 AR B 8D3 I m] AR 45 My 3 L A
SEQ ID NO:56F157 ) & FM8e 5 4 o
[0885]  — ANl ) f fii o s 2 AR AR B
[0886]  FE—ANJrTHI A, ATk Hi— N a S il 2 I PUARRL A 22 KA 2 — AN B A I i o e 2
RRASEERL , JHC A Bk I o 5 e 2 AR AR, SRR T LIRS R0 3 25 A 1l i e e 32 44 (BBB-R) HI 1t
A, BRI I K YR T UG SE RN 7 45 -6 I 5 e 52 42 (1) B A< 1) L i B o 28 AR BB B B ds - A
a— SR fiki B 1 BiAA o 3k o i R
[0887]  7E B —/NJyTHIH , BBB-Ri%k H B N IALL 20 - B8k B 1 24K (TER) , 5% R 2 4,
JiR By B R A KR 52 4k (IGFS2AK) K% S G 8 H 32 A G 2R 1 8 (LRPS) R R A
ZARFRIIE AL (LRPL) , MIF &R 45 & R R A K H 7 A4 KR 7 HB-EGF) o 7E 55— /M FER
77 T A, BBB-RA& ABBB-R« 7E—/NMX AL 77 [ H , BBB-RAZTER o 7E J3 —ANXFE ) 77 1 H , BBB-
RAETLR, 3 H TR HURA NI TERIG M 7 3 — DX A J7 1, BBB-RAETER , 7 H ik Hifak
AHITIR SRR E AR
[0888]  7E H—ANJ5iHIH , AR Hi4A A I J9BBB-R 5 H R ARFCAA ) — P ER 2 Fh i) 45 & AE 5
— AP T, FriR iR DU FE R 7 U R e 45 B N A 24k (hTER) , A A
HIOTIR G N E A4 & -
[0889]  7E 5 —ANJ7THIH , PT-BBB-RFTIAR E A 29 1nMZ £9100uM ) £ % BBB-RI 1Cs0. 7F 73—
ANXFERI T TH A 5 TC50 9 295nMZE 29 1000M. 7E 75— NI FE 5 TH H , 1Cs50 8 £150nME 291001
Mo 7E 55— AN XL J7 T, TCs0 920 100nMZE £1100uM. £ 55— N5 T o, Fidk B A 45nM & 2
10uMFI £ X BBB-RIFISEH 7 o 7E 55— AN IXFER 5 THT T, 2 5 Pi- N a— SRl 2 A PUAR R BRET
Pofk B A Z130nM A 29 LM &1 XS BBB-RIISE A A7 o 78 53 — AN IX AR 7 T, 24 5P Na-28 fi
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R AP BN, Bk B A 4150nMZ £ 1uMf £ % BBB-R ) 26 A1 17 . ZEAN J5 1, 436 FH
scatchard 7 #1ill & H-BBB-RYTIAR LT N a— R fil #% 85 I Pk il & 2 K& X BBB-R ¥ 5% Al
HAE T —ANJ7 T, fd FIBIACORE 7y #7 Ml & 471 -BBB-RE LA Bt - N a—RfiliA% &5 B P i &
Z IR X BBB-RIGISE AN /) o 7E 53— AN J7 T, 4 F 58 4 PEELTSAIN & 41 -BBB-RYL A B i- N a-
Rl 5 A YUk Rl & 2 JIKET XS BBB-RIFI SR AN T o

[0890] & IfiL o ¢ i 2 AR I BL Rk il & 22 K ) FH i%

[0891]  7E 55— A5t J & HF , A SCHE LIS INCNS S i — N a S fb A% B 3 LAk i) % 82 10 5 1%,
iR bu- N a 5 fi i B B PraARAEIEE B LUK SR A 77 45 4 BBB-RI\ TR s 44 A B -, B itk
B MCNS X iR fi— N a S M i 8 1 TR 1) B2 85 o 76 75— AN 7 T, A FONSXT 5 AN B A £
X BBB-R I B 5% 1 73 11 S 2R AR AR B - N a S A A% B 1 BUAA I B 22, U B CNS X - N a %€
fisk i B BRI 2 R ) B0 o AE S — ANy T, DUREN Tt A S i R R B £, ZECNSHe
RILHI - N a S ik & ORI B 10 B 2, IR CNS i — N a5 fl % B 11 oA i) 5 8% 1 1
I 7 55— AN X FER T TR, CNS B R I3 I S BOR 0. 1 % ML R AE 5 — AT, X
FEANFEAEABER ) PT-BBB-RITIA K 25 1F T , ONSHHi- N aZfibA% B (1 PUAR I 2 25 , I ECNS
X N a S flA% B A PUAR B B 2 3G 0 o 76 3 — AN 5 TR I A5 S ONS K- A a5 fi
R APV RGN 75 5 — N5 T 38 (R B, 1 an— Fak 22 P A B IR 1 95
B2, R ONS O 41— N a S flh B (1 HUAAR I 2 22 1 38 o

[0892] 4§ finjit 25 52 X I Pi— N a S ik B 3 HUARLECNS H (R AR B 19 7 2%, Ferp BT i -
N a g A% 8 [ B BB 2 LUK SE A 45 & BBB-RIG HUR B LR F BL b, DU TR - NaZ
i A% 5 3 PR ZECONS P A% BE 384 0m.

[0893]  7E 5 — ANt 7 H , AR IR S A B N a SR AlA% B B ek ) 25 904X 30 7
22N/ B 2 80 AT 2 AR I ONS o R 77 ik, b Bk B - N a 5 il B8 A S (R B 21 LA
fICSE A 71 45 & BBB-RI BL AR sk fL ik v B L, B LI B Frid Buk sl ik A B, A 75 (R e 21
Pi- Na Bz B A Pk L2 )5, FeeT S BBB-RIGSE AL S 38— &1 5 TR hi- Na R fili%
T APUAZG A PR B R F B %12 28 1EBBB, X S AL T 3 N a S fil % B (A AR £ECNS H
(R 25 2 75 F0 / B U

[0894]  7E 55— /NSt 5 b, AR WA BRI IR 7 IR FL s P () R 99 E 1) T, L HE F 4
A BBB-RIF H AR Bl HT- N a R filii% & A Hiik i puik sl bk B BOig 7 Brid g FLshay , 2o
CLE LR TR DU, LA £ X BBB-RIMESE A /7, I H i SE s frid Bk AUB L1 Fi- Na
R H PRI CNSERN o 75— S 7 S8 v, BT ¥ 97 5 BURRERE IR 0 980/ BVH B o 7
F—AHHH, B 1G 97 T BSOS RE B 2G5 -

[0895]  fEFTA HIIA 7 I —ANSLiiti 7 S+, iR $i-BBB-REL/AR B A 29 1nMZ £5100uM i) £
X BBB-RII ICs00 £E 55— N IX RE 52t 7 22, TCs0 9 295nMZE 29 100uM. £F 575 — AN I A ) SE2 i
J7&H, 1C50 N Z)50nMZE 29 100uM . 7E 55— N IXFE I St 77 ZH 5 TCs0 827 100nM A £71001M
TE A/ — ALt 7 b, BTk iR B Z95nMZE 291 0uM) &1 X BBB-RI¥) 5% Al 17 . 7 73— A~ 5L il
TR, BRI Pi- N a2 A% 2 A Pk B, ik B Z130nMZE 29 1uMff) £ X BBB-RA 5%
T AE T —ASEit 7 A, MARECE P N a- SRl A% 55 A Puik LB, ik B £50nME £)1
UM X BBB-RIFI 21 Al 7 o FE—ANSL it 5 2+, {8 F scatchard 4 7 il & Hi-BBB-RIT A B i -
Na- S filh% & A Uk Rl & 2 BKEF X BBB-RIVI 212 Fl /7 o 7 575 — AN St /7 S+, {8 FIBTACORE 4y

54



CN 111499742 A W OB P 52/87 T

Ml EHT-BBB-RE LA BT - N a—RAlAZ R B HUAARL G 2 IKEF X BBB-RI 25 F1 70 o — > S jitk
77 ZH , Af 58 S PEEL TSAMI & H1-BBB-RPUMA B i— N a— R i% B I Budd i & 2 k&t X BBB-
RICIZEFJ7

[0896]  1E 5 — ANt 7 =, ik Hi- Na Rl 25 B Prikih & 2 I bR 78 55—k
it ZH, BT iR $1-BBB-RYTAR B F BEANHI §5BBB-R 5 H R AR B AR H 1 — Fhal 2 M) 45 & . 17
AT ZH, BTiRT-BBB-RETIA LLIX FE 1) 77 ke P 45 S hTER, AT HAHPHIh TR
HNHBSEARNGEG AR —DEMTT R H, ik Hi- N oKl & 8 huisit & 2 I FH 4
LB A2 1 — AT b, BTkl AL N o 72 3 — ALt 7 4, Bk i 2L 304
B MERIE . 7E 73— DS 7 R, Frid s pihE i 3 B R 2 B 41« B 2R 9% i R
(AD) , 261 (stroke) , i (dementia) , Il'E F2 A K (muscular dystrophy,MD) , 22 & M4k
(multiple sclerosis,MS) , ULZ=4E M Z M L (amyotrophic lateral sclerosis,ALS),
B A2 (cystic fibrosis) , %5 /R 2 LEA1E (Angelman’ s syndrome) , F 4 /R 4% & 1iE
(Liddle syndrome) ,MH& A%, 709k (Pick’ s disease) , il 75 $5i (Paget’ s disease) ,
S e A MK #5145 (traumatic brain injury) .

[0897]  B. L 5iEFAAEY)

[0898]  HufAk my LAf F AR U 28 S B AL T v ANAL & 407 A 9140, JnUS . 4,816, 56 7T ik
(E—ANSET T R, SR gm A AR SR () - N a8 iz i A UAR I 70 & AL IR « Fr iR A% TR
AT LA G b AL HUAR B VLI 2 B R 7 91 A0/ B A B AR B VHI 2 B 88 17 91 (9, o ) 42 e
/B EEE) o AE 5 — ST R SR AR S BT IR AR ) — M el 2 MhE ik (40, SRIE #
1) AE T — AT B, PR AL T IR IR I 18 EARM . AE — AN X FER) St T P, 18 32
AL (B, DA T R) - () BE IS & PR VLI 2 8 7 5 FE & Hu ik Ve
(PR FEIR T H AL BRI 244 L B (2) B & dmtid B0 & PRI VLI R 2L IR 7 51 A% R 1) 28 — %k
A AL G A A PO I VHI) U R R 7 81 I AX IR 1 B8 — 8k o £ — AN St 7 b, Bk 1
20 AR 451, o R B B SE (CHO) 200 ff B AR L2 A 4 A (9] 41, YO, NSO, Sp20 481 i)
[E— ST R rh, S gt B Na- Rz A YUk 7732, b ik 7k s feid T8
BT IR PRI ZEAE T, BT E ST A A0 7 G b BT iR B % IR 1 1 £ 4R, F BAT ik
Hi M id 1iE E An i (BlrE 2 AN RE 7738 [ il P

[0899]  XfFHu- Na—Rfiiz & A PrAkn EAH A=, 7 B i b SCATd i dm b Pk i #%
iR EUR HAG N B — Pl 2 Fhaifarh , T — PR s B A/ B 7 e A b i 3R 08 . prid
TR AT UL Tyt FH S R0 7925 20 8 0 e (g, 26 sk A FH B 8 5 e ME 245 6 i B il HL AR 1)
AR ) B R SR T IRARETD) o

[0900] T el B B Ak 2w A B 4 () AR FRTOEE 24 1 11 3 440 60 955 AR ST ok 1) 58 A% 4 A B
FAZ A A0 4n, Bk o] CLAE A B H 7= 28 R i A AEAN 75 20 JE A0 FHIF ¢ RN+ DI RE I o % T
P BURI 2 IRTE 40 1 P 1) 3Rk, 2 L, 9 4n , US 5,648,237,US 5,789,199, FIUS 5,840,
523, (iAZ MCharlton,K.A.,7E:Methods in Molecular Biology (/> TAW 771k v, %
248,L0,B.K.C. (4%) ,Humana Press,Totowa,NJ (2003) , 55245-254 71 , HAH AR ik B B AE K
kB (E.coli.) FIERIA) o ik Ja , T LA B 40 ORI A0 b 0 BS AR RIS 203 TR i oA
FaT LAt — 24k

[0901] B T BRAZAEYD , FAZSRAEY) 5 U 22 1R 30 TR B0 0 B A1 A2 G B 0 AR 1 8 AR 1) 38 4 1) o
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B E R IATE =, BAE L RE R IR A O NV 1) o AN BE B AR, SRR B R AN
PR A P2 B4k . 22 Gerngross, T.U. ,Nat.Biotech. 22 (2004) 1409-1414; FILi,H.
£ Nat.Biotech.24 (2006) 210-215.

[0902]  FHFRIEMEAL R HUARAE 24 0918 32 40 SR IR T 2 g R AE Wik e HEsh i Al
B  TCEHENY) AP LB B FE YRR R4 e w 7 2R L5 R i
A I R 0l A& FH T i GL B S (Spodoptera frugiperda) 40 B AT 0K 03 55 25 4%
[0903]  FEW4N M ¥E TR v DL HAETE 32 . = 0L, #l, US 5,959,177,US 6,040,498, US
6,420,548,US 7,125,978, F1US 6,417,429 (3ik F T 16 5 3 A Y b A= P2 Hi ik 1
PLANTTBODIES™H AR) o

[0904] A HESHP4N AR AT DL AETE £ W0, E & BIF AR AR R T L ES
FAI o HoAt A F 0 2L 3h W0 1E 32 40 B S5 2 4k 7 SV40 (COS-7) IAE'E CVIER & s AIR'E
Pk £ (29385293410 , WI{E ] WGraham, F.L .4, J.Gen Virol.36 (1977) 59-741 firik) ; 46
BB AT AE (BHK) 5 /N SZ BRI A (TM440 B, nfE Bl WiMather, J.P. ,Biol .Reprod. 23 (1980)
243-2529 FITid) s B A0 AR (CV1) 5 R PSR 'S 40 i (VERO-76) 5 N5 S0 40 M (HELA) ; R
Y1 (MDCK ; A7 v2: 5 K SR 4 (BRL 3A) s A&t (W138) s NFF4HAE (Hep G2) 5 /MR FL 7578
(MMT 060562) ; TRIZHM , tnffl i fEMather, J.P. %%, Annals N.Y.Acad.Sci.383 (1982) 44-68
HRT IR sMRC 540 s FIFSA4H MY . F At A FH B FL3h 4018 3 40 M 2 A4 b [ 4 B R 2 (CHO)
M i1, €1 FEDHFR-CHOZH il (Urlaub,G. %% ,Proc.Natl.Acad.Sci.USA 77 (1980) 4216-4220) ;
A BEJR AN R, 40Y0,NSOFISp2/0 o X T3 T P4k Az 7= 1 45 2 W FL 304 1 = 41 i AR 1 2%
R, Z W, HlUn, Yazaki, P. flWu,A.M. ,Methods in Molecular Biology (4> T AHMF 7 »
#:248,L0,B.K.C. (4%) ,Humana Press,Totowa,NJ (2004) , 55255-268 T .

[0905]  C.JM%E

[0906] A DA i A AT L 0 ) 22 P s vk A e 0 I B R AE AR IR B AL A BT N a5 fi
W% PR BV ER /A R PR/ B ) 0 1

[0907]  1.45& W5 FnFCAd 2

[0908]  #E— ANy TH Y, K IAS A BH AR BT L BT R i &5 A v o, Sl 2 i
75, I WELISA , aLISA , WesternEl 12 , i A Bl s I 5145 .

[0909]  FE /R ELTSABRaLISAI & A , 5 (AT MY b 35 AN M B 2R 54 AA ) , AR 55
W R a- R fli% AR PUAR S &, ik SR PR R4 S a- R e 8 B — R AL
YA TR 5 R G PR o S A A% B 1 A A BB ARG WU S RS A , T SR AR W 470 A e e 1 45
Fra-F % R A RS R B S AU TR SE R (bR, KOG BRI S
(R ICEE) AE— i, FEAH RO E b, W DA FH S5 SR A A e 4 AR R ) P az
DL Do — 2 fi k% 2 1 1K) 42 20 (91 4n , 2 W Tokuda, T. %5 ,Neurology 75(2010) 1766
1772) -

[0910]  FEHUARFEFIRI G I R PuiR s b BB B FE A 4 250 b 30k 31, 9
RS o= filkz B B IR VIR B, WEls , LR BR RS & I PTE , 3 B H PR IC I AR R
RTINS A PR T S EIE A OO &= OGS T A, X T AR FE A
W E A - S i A% 2R S 4B VBT 40 R B ZH 2R R RV SR TR B B R e S AT 4 R
O b BB R A, I ELUKS BN O B 2 R A o a2 kA% B L B R R 1 R A I B AR R
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B ARG EPUA, I H D EAR1E I ARXT B 1T — R BT AR I 25 A B P . 18 1 5 K
IR &R Y6{E S Dernick,G. ,28,].Lipid Res.52(2011) 2323-2331)

[0911]  fEWesternENaEsEIH , fESDS PAGEENAE AR & IR 26 4F 1 , i 4 1 = 40 55 KA
TR I AE M B ZH SRR AR A ) SR AR ) EE A o R A% B Bla- R A% B L I
HLER 328 I h B 27 4E FR s PVDF R | o 35 P71 5, 4 5 FH AR S R o o S A A 2 3 I 2 B PR B
HAGEHPURIRE AR5, Tel e, UL 2B R &5 & M duik i@ i B L2 FH T4 22 RO E SO
b S At A WU =P AR N S A A B ) AR XS 2 1) SR AR A I 45 5 B B AR o R S 1 T X a5 fih
% H AR I PR 455 S MR ETE AR IF BB & Ao 7 B a- Rz EE
RERE A MR RIA] o 53— J7 10, F GLRs Fe PR IR P i A A I 2R A T 211 a— SR fir %
B XA N E 2 TR %5 (B0, 2 M. Towbin, H. , %, Proc.Natl.Acad.Sci.USA 76
(1979) 4350-4353 ; Burnette,WN. ,Anal .Biochem. 112 (1981) 195-203)

[0912]  #E 75— T v, W LA 5 4 P 0 ok 45 58 S5 HU4R0017 . 5144001885 $1140081
FEELE G N a- Tl R E B PR  AERE 8 SETt T R, TR SE P MBI 5 A SR E I BT
P& (nFeR0017, HiAk0018FHTAAR0081) 254G MR IR AL (U, et Bt G R AL) - & T2
Pk 25 & 0 R AL VE A ) 7 B I 7 vk 3L fEMorris, G.E. (%) ,Epitope Mapping
Protocols (R K J71E) , #F :Methods in Molecular Biology Uy FAEMI¥ Tk v, 3%
66 ,Humana Press,Totowa,NJ (1996) H,

[0913]  FE—Fhom G (1) 58 Mg v, B [ 7 B N e R ik i AR L 25 58— An id I ik
S Z AR PUAR RS R IR E , rid 56— i iR g & Na-S iz s 8 (a0, Hidk
0017, HiAA0018EHTAA0081) , I H Frid 2 — RFmic M Ptia st H S iR 8 — ik w g 5
Nz 8 E 45 A R T AE XS IR B[ 8 N a— il i% i AR & 38— An e i P i
EALE R IR R IR B BV — Piih 5 N a- Rt 5 1 455 10 264
MRE G, ZRRd BRGNP, I H IS 5 e N a- S il & A 46 S ARG & .
T SRR T Tk RERE it WA A 5 ] N a— SR k% B 1 4 S AR TR =R B, IR
LIXRFRTIRE — PR SR B —Pifh e g 5 Na-Rx EH 45 & (a0, 2 WHarlow,
E.flLane,D.,Antibodies:A Laboratory Manual (Piif:sLi6 = FM) , 56145 ,Cold
Spring Harbor Laboratory (& R#5L5 =) ,Cold Spring Harbor (& R¥#) ,NY (1988)) .
[0914] 2 &1 5E

[0915]  FE—ANJ7 i, 324 T 58 8 B AW 2 1 B - N o= R ki g5 8 BuAR i) I sE
AW EEE AT LB B, - SR flAZ B (5 ) 40 B B 1 R B 0/ 98D /4 AN/ S
RN N a- TR fi A% 55 0 A0 M — 21 - A0 M A% 338 1 By 1k /93 /b /4], A/ BN RS e R B a-
FAfilA% B A 753 0 R B S YRR D> R R AR AR N RN BUAR A B BT IR AR A TE
KRN

[0916]  FrREsE St 7 S8 v, FEAR A AR < BH IR B AA () ik A= ) 270 12k

(09171 W LU@E I i NS & Frade () a— S M A% B 1 Sk A 385 TR R VAL DR B e AR W 20 1
PR a— S i iz i A 51 AR S2 AR 2 ST A b AR AE T o i B 1 v DLdE i i N A Sl (1)
RIPER PR T ELWCEMWEmERNa-RAZEQ = MHEMR
(Emmanouilidou,E. ,%&,J.Neurosci.,30(2010) 6838-6851)

[0918]  D. -T2 Wr AAE ) 77 vEAIZH &4
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[0919]  FE4FE Lt 7 B, A K IR AL AR — Fhi- Na—R A% 5 B PUiaA 208 TRl
PR R N a— SR A% B A BUR IR A7 AE « ARIE K™ A 78 A SC R AL e = BloE PRI . 78
R S A, AR AR S AL FE AT A B 21, i ZH 21

[0920]  #E—ANSEhti Ty =, R4k T2 W sk M7 VA Hi- N a- R A% S B Pk . 72 55—
ANTTIHH, PR I AR IR i N o= TRl B AR AR B 712 o AR R S SE T R R, BTk T
FAFE AR Y- NS iz E APk 5 N -z E A S G R F4 T AR 54
SCHTR Pt N a—RfbAZ 5 B Prid i,  BAS IR B8 idi- N a2 iz Em A difk 5 Na-
Rz Z A E AW o ik 77 10T DL AR A Bk ) 7 o A8 — N SETt 7 B9, Hii- ANa-
KAz 8 E PUiA Tk 0SS 08 - N a5l i A PR T EE R 323, i, Ho A
a—FfAZ R A T B R A

(09211 W] LAAS FHAS i BH (B o AAe 12 W (40 7= 48] 14 1 o 0 60 47 EL A 1 2R o 30 2 AR 3R ) i 2 A
(NBIAL) , Boafifth | F P 58l , JE IRER AR, KB E AUE (complex of Guam) , fil—2EF 4
ANRIPTIE 5 15 ANk e 11 B 4 /A (DLBD) |, Bi] 7R 2 R 95 1Y) 75 4E /MR AR 57t (LBVAD) , FELL TR
TR S , FHME 4 AR5 R (PDD) o

[0922]  FERFE ST R, SRR IC Pt N a- iz i A Pk Anid B4, BEAR T, B
FEAS D B b 10 B 45 A4 358 43 (B o YR R € 1) v FE 1 3 140 A 25 R 6 PR AR B 1 P
0 5 LA K TRz dar I () 25 R4 350 2 G ity O AR, 491 4, 8 ok g S S B 43 A AR TR o 7
W R ARACALFE (B AR FR T, [F A7 25°%P, 10, 1251, 31, A1 BT, % G B i H B S B & I
HATHEY), D P AT, P, T H, %Ot 2 (luceriferases) , U0, 38 K UG
FE RGN 2L 2 (US 4,737,456) , 963K, 2, 3~ A BkHE i, BAR L AL Y (HRP) ,
Bl 12k B PR Ik , B—F- FLWE 1 18 , WM U K Bl , V5 T g, B SR T, 490, 26 B SR B - FLBE AR
ATt R3] 2 K —6— ok R it S g, 4 PA SR AL g 4 PR IR g R S MR A S0 B, AR TCIX FE () g, P
TR I S A SR A A G R A , GnHRP, FLd A A , s iod S, 2R /B
Mz EE , Hehsid, W AR, F20E I H LS .

[0923]  E. 2545

[0924] A% B Bl () di— N a |- fil A% 2 3 HUAAR B0 259 s 57 v DL ek By ik B B 7 22
[ 8 FE Pk 5 — Pk 2 FiTIE 1 25 FHEUATR & 1 1] % (Remington’s Pharmaceutical
Sciences (F§ BT HIZ5FL2%) , 164K ,0s01,A. (%) (1980)) , % F % 1] 771 B 7K ¥4 7R 1Y T
2o 245 FHEL AR DL BT FHI 771 B R BEN 1252 35 8 5 2 L5 1, F HASS (AR T g2 b3, an
IR £k AT IR Th A HAM A WLER s B A7), CLFEHTIR i R AN R R 208 5 7 T 57 (1 )\ e —
P B S 4 /S & %% (hexamethonium chloride) ;s KFL& 4% (benzalkonium
chloride) ; R & & & (benzethonium chloride) s KWy, T BEE A H B 5 X920 2 O B G Joe 26t
i QT 32 35 2R HH G P 5 o0t P SRR R TR 5 5 ) LA T 5 TRDR 190 5 I O 5 3— Ll 5 R[] - FH
M) A T8 DT 4108 E) 2k B B i B E B, W, B Bk E H 56K
REWIIR (L AT el 5 2 B R U H 2 1R , 2 2 eI , R AT , 4H 28 R, 4 28 IR Bl 2
FE s BB, OWE RO AN SIS 0 R AR L T R R ORI s ZX -5 R ANEDTA s B, G RERE T RR
P, v B B L BLPE B s T R P B 1, s &R AW (Bl Zn-s B R A4 s i/
B AR B R Mg MR, 05 & (PEG) o 48K B 7= 1 M 1) 24 FH B ARk B8 1 245 4 43 855+
A v A o 3 P 3 B R R 2B 1 (sHASEGP) , i 4m , N R & 1tk PH-2037 B Jifi 1% g i 2
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H, % inrhuPH20 (HYLENEXY, Baxter International,Inc.) . =28 4114 (] SHASEGPs Al

14 77, A 4% rhuPH20 , iC R ZEUS 2005/0260186 F1US 2006/0104968H . 26— J5 T 7,
SHASEGP5 —Fhali 2 i 73 SN B e S M i (glycosaminoglycanases) NCH Z=EZH & -
[0925] IR AR T PR HI FIC IR ZEUS 6,267,958 o K MEHL 44 #1745 US 6,171,586
FIW02006,/044908H1 ik i AR LY , i 3k il 571 60, 15 H 2 IR - L B R 52 A o

[0926] M4 v 7 I H AR IR 75 22N, A% B il 55038 v DA R 2 2 T — Fld P e gy, AR
AL B A B AN (1 52 10 (14 B I 2 (14 A0S e ol 4 o 81 2, T DA SR AR b ik — 2D 4
BEL A AT LS5t N a2 i i 28 B B A i 25901 ] o B 2 14 Bl 203 24 1 DL G S AR 1Y)
H BB R UL A T A .

[0927]  y& MRS v LARE L3 AE A I J b, 9, FE IR SR 254363k R (Wl an, g idA, B 2
R AR, BT K BIURL RN K B 3E) A, BCPERE L P 5 B s i P S 491 e ot 4 5 i AR B
I T R A A, A, 2y ) D R R R AT A 2R B AR B RN 5 (R R TS R Y ) iR
P X FEI AR A JFfERemington’s Pharmaceutical Sciences (5Bl 25 51%) , 516
i ,0s01,A. (gm) (1980) H.

[0928]  mJ DA thl] % 22 Bk il 71) o S 5 1l 3510 7 3 214 S 81 G058 25 A oA 1) B A it /K 1 R S P
375 1 L, IR B R FH RO i T 2, 461 T AR B i e

(09291 FH -4k Py it FH 110 1) 5510388 5 2 TE TR 1R o ] A2 B MR AR T B 1, 91, S8 28 vl TE 1R
SR SUR S

[0930]  F.yRI7 kA AW

[0931] AR BHSRHEAAE —Fhbi- Na- S filA% B A PTaR vl L TEIRTT ik .

[0932]  FE—ANJTTHIH , FRAE HAE 29 B0 - N a— Sk B . odds » 76 FoAth 5 i A, 3 it
FIRIT7 WS AR BT N a- S b % B (3 Podd - 2645 58 St 5 &b, 3688 F TR 97 5 i i
Pi- Na— Rz 8 FPUAR 7R 8 St 7 S, Ak RS it AR VR TT S A IR S A0 I A4
T iEF - N a- A% B A PUAR , BTk 77 35 45 Birid A e BB & T id - N a5
il B P A — AN IR B S0t 7 S, BTl 7 e AR AN it FH A R E ) B b — b
FAMPETT A G0, 40 BT o 7R AR ST T R, AR B FR AR - N a- S il B A Pk
FLH T H0 A28 0 AT 28 i ST 41 B A o S Al A% B 5 S R AN B B BRAM A SE R A N a-
SR b A% 2 1 E A 20 0 AT A 28 J J5 200 P 22 T ) 40— 1) — 200 L ) A s il 2D o R b A% B 1 -
75T B MR B B B M AER S ST B, AR R - N a- Sz R B Pk, H AR
PN A ER 0 R0 28 Ji S5 4 i+ o= S Al A% i 1 15 5 1O 200 B B 12 B o) 5 SR AR N a— R fll A%
R TE A0 28 0 RN 28 i J5R 4 B 2 T 140 40— 3810 &40 M ) £ 328 i A i rp a5 i A% 2 1 -
75 3 (1) JOR R 1 TS 1 1) T v v, BT T VR R ) BT IR AN A FH A R 1 B - A - S i A%
YU, DUAHN 0 48 0 A0 28 Ji S5 40 i A a— S A% B 5 5 0 AR B B A, B ) B
P N a— S A% B 1 T8 P8 0 RN 28 i 5 4T -2 T 4 00— 380 — 200 P PR A s » sl 2D a— SR ik %
B SRR & A RS TE _RAT AN ST RATIR I MR LR N

[0933]  7E R —NATHH , A B HEPT- N a— SR fil i B 1 PR 7 il ik B ) 4% 25 90 v 1
F o AE— A0 5 A, BT 239 T8 97 M & AR - 75 0 — N SE it 7 R, Brid 254 A
TBIT IS AR T, BTl 7 AR 4 SR A A AR I A it A S E I TR 2 - 1E
— AR PR S 7 S, BT 7 VRIS AR A A A R B B D — R R AR T R
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U, YR TR o A 3 AN SE BT S S TR 25400 F T AR A T AR o 4 P a5 fh
R EE L N AU 23 1 BOF T3] B BR AR N a5l A% B 1 A2 A 28 o AN 22 12 T 4 it - 1)
[ 4H - 21 -4 AR 4 A 34, B T b a - SR A% B 9 - R N DR B 1 Bl Vo A2 55— S
TS BT 24540 FH A U0 ) N A 22 0 R £ 50 i 240 - 5 i A B 1 0 ) A R 1 B
A T A N o= SR M A% H 1 A e 44 e AT A 2 M J A i 2 T 18 200 e — 38— 4 O ) A% 328 Bl 2>
AR R a- SR A% R -5 3 B R B 1 B PRI VAR B D7 iR A 1R B 45 1A it A
RO (1 ISR 245 5 LA AT N Ao 2 0 R s 42 J Joi 4 L v a5 ik Ak B 19 7 3 PO 4 0 5 12 47D
fil] 3 B AR N a— SR B A2 A 28 T AN 28 J2 T 240 L - T (1 4 7 — - 4 1) A% 32 , B b
RAZE A -7 DR A BEE T _EIRE ST SRPTR I MR TR N

[0934]  ££ 55— A J5 i, AR SR TR i S AR A U5 AL St R, B
JTE ARG A P A AR 1A I A R B - N =Sl B 1 A o E — AN IR
RSt 7 S S TR vk B 45 A AR it A R 22 20— S SRR A B, s B
B o EIRAE— SR RPTRN ME AT

(09351 FE 55— AJ5i o, A WA S - H ) A A e oo AN 22 JB o 4t Hh - SR B
75 I A 2 2 A ) B SR AR N o SRz B 1 A A 2 e M 2 J I 24 - i) 14 24— 21—
2 B A 3o L R AR T - SR A% E 1 -1 S DR B SRS R O i AR A SE T R
HH BT IR A AL A R P SRR A ORI P N o= SR A B A HUA, DA A4 o A
22 1 T A P o= A B 5 5 O A R B B SR AR N o= SR R 1 AR A o A A
20 5 I 240 M 2 ) ) 4 D — 81— 200 L ) A s, 2D o= SR A% £ 1 -1 R IDE R B B 1 o A
AT S MR RN

[0936] £ 55— NJr A, A B HR A0 35 A SCRR AR — FhPi- N oS B2 B LR Y
2iPI), i, AR — B BRI ST T5 i AR — AN S TT R, 2P AL S A SR A
AL — Fifii— N a— i 5 1 DU AN 245 R o 48 5y — AN S5 S8 7, 29 75 B 5 A S0 3
PR —Fi- N a- FAlAZ R PUAR AN D — P B SRR YT ), 140, i s Bk .

(09371 A WAL vl LA B 5 HeAt 24557 4 & FHAE R AR o B, A5 W IR A4 mT A
52 /DR AR I A o

[0938] R &Yk B ARAL G 1 ) G PR LA L ia 7 750 A0 35 2 1R — b sy JT 11 11l 771
) S MG T (S A T AR S AR I AR (4 T FH AT LA i — b el 22 B 3 A R T
FZ AT R A/ B2 S R A o AN S T S S - N o= SR B LR 0 e A
B A FIAMR ST RN b A L) — A AR, BEE L — A A B = A N R A B
FEL R RZR YR HREON RN R E

(09391 AR WA PLAA MR 53 R iR Y7 771) W] L AR A7 ad =4 19 05 300t B9 i B
Gl AN G A I HL WR T ZE R ARG ST, AT AR SR A i - i B A e e A LA K
P BIIBK A T P BB I it o 4 24 AT DU T A e 2 g A, 49, B RS A ik Y
BTN VRS 3K R T BT Tk FH 2 R IR 3 RS o AR e B 25 18 22 iz 24 IS 1) 7 5%
BLAREANER -, £ 2 /NI 18] (10 500 B 22 O FH 3 Bt S AT e

[0940] 7S B A LAACRE DL R I A B S S R — B0 g 3 BC ) 25 24 M it P o £E3X P i I
H 2 RS I DR B B AR I T T IR BARIE » 3R 97 R LA IR L 34 A R R I IR B 5 9
SAE PR DA 3363028 245 500 AR B 5L, It FH 7592k » Tt FH A ] 2, RS S ol 8 Fn i oAt DY & e AS
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5 EH R AR et 5 — FhEl 2 B H AT SR FY7 BA IT B s 10 99 RE Y 24 75— 2 e 1] o Bk HoAth
25550 A R R T B 1R A7 AR TR I &, RE BE TT I SR AL, R SO e i HAh
PRI 2R o 33X 3@ 5 LA [R] (1% 7510 58 R0 FH A A SC Bk i it TG A58, BAR TR IR I ) 291 22
99% , B L2256 /e PR A E A2 & 4 AT B 55 B AT = s 420

(09411 b~ 3 ) TR AE 97 A R B I PUAR ) 38 4 1) 57 & CH B b S — Fhaki 2
Fh A 53 A B V6 97 702 A A8 P K B T 387 BB B R A, Bk 2 AL, e i 1) 1 B
PEFVRRE , 22 5 A7 8ya 7 H Wt AR H4a, Se 10 i 7 %, BB il PR s A0 Brid it
RIS R, CA K 296 BRIT 8 FIWT 770 BT iR Pridc i 2 o — R B7E — R 0ATT it 45 BB . X
RT3 1 ST RN ™ B, £ 1ng/ kg 2 15mg/kg (511401, 0. 5mg/kg—10mg/kg) HIHLAAT LAE A
it FH 2 B8 38 T RTT AR 711 B, AN 2 491 Gl i — YR B 22 YR 43 T 1 it PR s o2 3 ek 32 482 3 e it
R o —Fh B R 45 H 78 v BEAE 2 1ng/kg £ 100mg/kg A FIEFE P, X B T S0 K A
B T AEBOOR B AT R P ) B ARt S B TR L YR T I8 R AR 2 31 B AR ) 9
PRI o — Feh s A7 1k R A T BB AE 290 . 05mg kg 2 29 10mg / kg (I 6 Bl Y o ALk, B DA 25 i
F i FH 210 . 5mg/kg,2.0mg/ kg, 4. 0mg/ kgl 10mg/kg [ — Fhuk £ Fh & @e 1= A
) o BT IR 7 & T A TR B 14 it 491, s R il = ) (fgdn, DAfsE AR sz 29 IR B 4 —
IREL W 2975 R 2 R PTAAR) o vl DA e 0 6 57 30570 &, S8 )5 It FH — Fh el 2 PR AIK I
T o SR, BT DA LAt ) 771 B2 7 58 o IX Ry v )t J 25 o J sk o FBE AR AR s v A7
e

[0942]  NAZBRAR , b 65 BTG IT 77 ¥ AR — FhoT DA AS A B 1 S0 28 256 W B AR
Pi- Na-S izt B PR sAEAE P N a—Rfbi% S APk 2 4h R4 AT .

[0943]  TIT.#Hl%

[0944]  FEA KISy —AJ7 1, SRAk an, A& T B TR T Tl A/ B2 W EaR
SiE B 5T o BTk 1 i 45 25 2R AIAE BT IR 25 48 b BRI (1) FR 28 B0 28 47 D 3 U A 2R B0
A T /N T S 2% TV VR AR S5 5 45 1T DL EH 25 PPt el dum 52 3 B0 2R R 1) 1 o 25 28 25 N
PR 85 A R TR ST TR/ B2 WRE B S — P A A S I H A, IF HATELA
AN (B4, Bk 25 28 7] DU B B R T 33 0 4 2 3 1R 28 1 1 e ik 1A 9 R 4R /)
D) o BT IR 2H G Py (1) 2 20— i P 245 7] ARk B IR 04 o BR 28 B AL e 4 TUFR /R T IR 4 & 4
RIS B IE - Sb Ak, T il nT LB - () B & H WM 5 — 54, K prid
HEDEEARRFPITUER R (b) KPS H AN SE 54, R R a A s n—
2 B B 1 7R B A VR 97 7 o 7E AR S BR IX — St 7 8 A ) ) T DA — S FR IR i 4
el UL 3697 BT E ) 0. 28 4 70 o g e b, B 28 A Ml , BTk il S o] DR 2D — RS 2
FAZz I 55 — (B5E =) 2588 , s 359 7K BWFT) , B PR 2% i £R7K , FRAE VA T AN 7] %5
WEVE R o 20T DL HE— 25 AL HE 78 7 b A 2 303 b & 7 75 B oAt A ), 0 4% HoAth 2% o
FUSFRREF R AT VB SL AN O 45

[0945]  NAZEEfF, bR AR — Pl s o] DLALHE B APt - N a- SR A% B B Bk 4%k BH 1) e %
AV FE R AT YT N o= Tl i A PUiR 2 A R AN A BRI S B S

[0946]  TV. HARKI S &

[0947] 1. KpRELE & Na- A% B PuiR, K priddifk

[0948] 1) I 148 T FH A0 22 R Joia 4 A a— S M A% B 1 15 2 M R B B, A/
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(09491 i) fatl) S A N a— ik B 1 7 40 28 70 RN 28 J50 o 241 -2 (1] £ &40 e — 38— 441 i 1)
&3, F/ 5%,

[0950]  ii1) e/ LUHMESZH ffd H o— S fi A% B 1 15 5 0 B R 2 1 vt 1k

[0951] 2 AR B LIURT IR F Budds , SR AELE T, BT i Bk oK B 1 v 1 2 I K B 1 g 3 N/ B
PR B T v

[0952] 3. ARHEZE 12T AR — TR P dd , HARHIEAE T, ek bidk H 1697 Rz i B
I o

[0953] 4 AR#4EEE3WR Pk, HAFAEAE T, Bk Huds FH 1897 Ma 40 -

[0954] 5. AR 28 -4 AR — TR P44, HARHEAE T, Frid Buidckis P45 & 2 2R 1R
J5 5|GKNEEGAPQEG (SEQ 1D NO:01) ZH A ik

[0955] 6. #R¥E A5 1-5TihAF — WP ik ) Hidds , HARFAEAE T+, Frid bidk B A /N T 10E-09M H.
KT LOE-O7MIPIEF X B AR N a- S A% B NI 45 A 2 7

[0956] 7 ARHEZE -6 W AE — TR I Hiid , HARFIEAE T, Frid Buidchs PR 25 & s R 55
R Na-FfZE A , AL & R 4E Na- % E H

[0957] 8. AR ZE 1-7TTrH AR — TR I HU A4, FARFAEAE T, B oA 7 21 v] A 25 Fy 80
PrSEQ ID NO:02-04fJHVRs HAEFRFE ] AR 45 #4861 77 SEQ 1D NO: 0507 JHVRs

[0958] 9. RHEZE 17T AR — TR I HU A4, HARFAEAE T, B o dA 7 21 v] A8 25 Fy 8
PrSEQ ID NO:08,09F104/HVRs HAEFRHE 1] AR 5 #4486 77 SEQ 1D NO: 10-12/JHVRs

[0959]  10. #R¥EEE8-9W A — Tk () fudds , FARFAEAE T, Frid PufR (4 & FHSEQ ID NO:
1 34H F 1 F 4 T AR 5 M3 I FH SEQ ID NO = 1AZH Jlt 14 45 itk ] A0 485 A4 358,

[0960] 11 AR#EEE1- 10T H A — Tk ) Judds , FARFAEAE T, BT id FofAdi i 44 60, 2 FH SEQ
ID NO: 134H B[ B 55 AT A4S 45 M AT SEQ 1D NO - 142H B 1) 5% ik 7T A% 435 1 38 1 oA AUk,
M3k

[0961] 12 AR#EEE1-THHAE—TURT IR I Hifs , AR AEAE T, BridPidg 2 NI oeik , 7
HAEEFE AR S5 38615 SEQ 1D NO:02-04[JHVRs , H 7R 48 4E n] A8 45 #3808 £ SEQ 1D NO:
05-07JHVRs , Horp , FEREANHVRAT , 22 48 34N 2 SRR R L 7] LA D32

[0962] 13 4R#EEE1-THiHAE—TIRT IR I Hifs , AR AEAE T, BridPidg 2 NI oeik , 7
L 7E B R AR 45 Y46, 2 SEQ 1D NO: 08, 09F104 /K HVRs H.7E 44 4% n] A% 25 #4861, & SEQ 1D
NO: 10-12[JHVRs , Hor, FEREANHVRHY, 22 2234 S JE PR Ak B AT A oA

[0963] 14 MR 1-TAI12- 13T HATE— TR K Bufk , HAFELE T, frid fufk e N4
ik, I B E 55 A AR 45 Fyde 2 HSEQ ID NO = 1341 ) 25 % A] A 45 gtk i) A Ak 2 20 CRRUE
T-HSEQ ID NO: 13%H sl 1) H 8 n] AR 45 i 4) , HA2 % n] AR S5 /482 HSEQ 1D NO: 1443 Al 11
R AR LE R NIEAL T CRIE T HSEQ 1D NO: 14ZH Jalé ) ik ] AR 45 #)35)

[0964] 15 . M4 58 1 -4 T AT — T Fr iR Pk , HAFIELE T, Prid $i ik 5 78 H 55 5 SEQ
ID NO:15-17HIHVRs H7E B84 SEQ 1D NO: 18-201 I HVRs [ 3k LE & A1 [E () A7

[0965]  16. R4 28 1 -4 WU AT — T Bk Pk , HAFIELE T, Brid $i ik 5 78 H 55 5 SEQ
ID NO:21,22F117fJHVRs HAE# 55405 SEQ ID NO:23-25HVRs AR 45 & A IR 1 2247 .
[0966] 17 . AR#&ZE L5 A6 W AE — AT iR Pk, HAFEAE T, il PriR £ 5 HSEQ 1D
NO : 264H Ji [ B 55 AT AF 5 W38 A SEQ ID NO = 27 2H i (1) 5tk W] A% 435 Mg 3K
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[0967]  18. R4 58 1 -4 WU AT — T Bk Pk , HAFAELE T, Bir il o448 4 A0 e SEQ
ID NO: 262H Ji [ 55 5% i) A5 45 A4 FT B SEQ TD NO: 27 2H ik (14 4% e 7] 25 455 440 358, 1 oA A DAk
ERED

[0968]  19.4R#E 5 1- 4T A —TIFT IR K Hifs , HAFAEAE T, Fridyifh 2 NIk oeik , 7
HAE B AR 5 M4 5 SEQ 1D NO: 15-17THHVRs H 75 8% il A2 45 #4588 & SEQ 1D NO:
18-20/JHVRs , Her, FEREANHVRHY, 22 22 34 S JE PR Ak B AT LA el A

[0969] 20 . MR#E 56 1- 4T A —TURT IR B Hifs , HAFAEAE T, Fridyig 2 NIk oeik , 7
HL7E F 3 AT AR 45 M3 A 57 SEQ ID NO:21, 22 F117 [ HVRs H7E 428 4 n] A5 45 K4k AL & SEQ 1D
NO:23-25[FJHVRs , oo, ZEAFANHVRH , 2 28 3N FE R R FE v DA i 2%

[0970] 21 M4 1-4F119-20T AT — TR K Bufk , HAFIELE T, frid fufdk e NIRAL I
i, I B E 55 A AR 45 Fyde 2 HSEQ ID NO = 2641 Jl i) 25 5% A] A 45 gtk i) A Ak 2 20 CRRUE
THISEQ 1D NO:262H i) B4 n] AR 25 ¥ 3ak) , 68 m] AR 45 My 3= SEQ 1D NO: 2740 i 42
] AR g A ) AR AL T R CRVE T HISEQ ID NO: 274 i) 42 B v AR 45 #g3)

[0971] 22 AR#EEE1- AT AE—TIpT IR I buds , HARFAEAE T, il Pidd 5 78 55485 b A, 5 SEQ
ID NO:28-30fHVRs H 7F 4% Fh 41 47SEQ ID NO: 31-33[¥HVR s Fi A 4 4 FH 5 11 647
[0972] 23 AR#E S 1-ATHAE— BT IR I bufs , HARFEAE T, il P 5 78 348 b A, 5 SEQ
ID NO:28,34 130/ HVRs HAEFFEH L& SEQ 1D NO:35-37HJHVRs I PTIA LS & AHIE R4
[0973] 24 MRHEEE22-23 W AL — IRk () Fu g , FAFAELE T, Frid ik €47 B SEQ 1D
NO = 38ZH F (1) B FE T AR 45 My I A SEQ ID NO = 392H it 1 %% 5 ] A 435 Ay 43

[0974] 25 M4 58 1 -4 WU AT — T BTk Pk , HARRAELE T, Bir il o448 1 4 60 B SEQ
ID NO: 384H i 1) T i 7] A% &5 M3 AT SEQ 1D NO = 394H i 1 4% itk 1] A% 2 My 38 () i A 54k
[IBRED

[0975] 26 . MR#E 56 1-4TiH AR —TURT IR I Hifs , AR AEAE T, Fridyig 2 NIkt ouik , 7
HL7E B 4% n] AR S5 M 38 &7SEQ 1D NO: 2830/ HVRs , H.7E 42 4% n] A8 45 #4488, & SEQ 1D NO:
31-33[JHVRs, Horpr, FEREANHVRA, 22 28 3 2 SR VR S 7] DA 32

[0976] 27 AR#EEE1-ATHAE—TIRT IR I Hifs , HAFAEAE T, Fridyifg 2 NIk oeik , 7
HAEE AR S5 /38 AL 57 SEQ 1D NO: 28, 34130/ HVRs , H.7F 4% v A8 45 K3k 3, & SEQ 1D
NO:35-37HJHVRs , Hor, FEREANHVRHY, 22 2234 S JE PR Ak BE AT LA oA

[0977] 28 M4 5 1-4F126-27 T H AT — TR K Bufk , HAFIELE T, iR B i e NIRAL I
Fufk, I H#E B A AR 45 M8 2 FHSEQ 1D NO: 384H 3% 1) 5 4 ] A% &4 My el ity N AL T 28 RV
T-HSEQ ID NO: 384H fl 1) 2 & n] AR 45 i 4) , H.A2 % v AR 45 /482 HSEQ 1D NO: 394 Al 11
] AR SE R N TR TE 20 CRIET-HISEQ 1D NO = 3941 Rt i 4 m] AR 25 F i)

[0978] 29 #R#E 55 1-4F115-28 W AE— WU FTR I HLAk , HAFAEE T, Frid ik s e 45 &
JRAFYE N a8 i% R, 3 HAGE A AL R4 Na- Rtz H

[0979]  30.4R#E 5 1295 AF— WU iR () o , HRFAEAE T+, BTl P 48 & 3] ifi fixi B i 2
R b

[0980]  31.4R #2830 AT iR I P A, FLREAEAE T, BTk I Fo o s 2 A A R R o S 1tk &
LRP1.LRP8. N8k iR H 52 AR BN I 5 = PR A K R 2 AR I Bk sl ik v B .

[0981] 32 ARFEER1-31TH AL — IATR I PiA , FARFIELE T, BTl Hidc & B se FE Hi A
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[0982] 33 4R 1-320 (F— WA iR ) P fd , HRREAE T, i Hidd 2 NI P4k
T QERTIN U

[0983] 34 . AR#EHE1-33WIHAF— IR () Puak , HARFEAE T, ik Pk 2 45 & N a— Rt
HHMPUE B I

[0984] 1) Fat N A0 S0 RN B 0T 40 B HH o S Al A% B 1 15 I Al M =k, A/ B

[0985] i) fHliitl] S SR A N a— S ik B [ 7E 1 28 70 RN 28 J50 o 241 -2 (1] 110 &40 e — 380 — 441 e 1)
&3, F /5%,

[0986]  ii1) e/ LUHMESZH Bl Hh o 5 fishi i £ 11 — 75 3 (140 JOE R B 1 TR 12k

[0987] 35 AR#EH1-34TH A — TR ) Pisk , HARHELE T, Frid Pife 2

[0988] &) AN2KTgGLM)4xKpifk, ol

[0989]  b) AW K1gG4M4KHithk, oL

[0990]  ¢) AWK TgGl A Khifk, A 5451234, L235AFIP329G,

[0991] ) NWKTgGafy e Ktk , B 5RAES228P, L235ERIP329G

[0992]  e) AWEITgGLA) & KAk, £ P12k ELHEH HAT RAZL234A, L235AMP329G, 7E— 2%
H A B A RAET366WHIS354C, IF HAE S H 1) 5 — S HAEh HAA RAET366S,L368A, Y407V
FY349C, B

[0993]  £) N TgGAM K Pilh, 72 2 HEEH B A RAFS228PFIP329G, 7£ — 2% H i+
HARATI66WMS354C, 3 HAEX B 5 —FHEE T A A RAET3I66S,L368A4, Y407V
Y349C.

[0994]  36.—Fh o BEIIAXIR , HgwbD 25 1-35 T AT — I Fr ik i i 44k

[0995] 370 & S 36T A B A 1 - 40 .

[0996]  38.—Fhifil & PLIARRI Tk, ATid 5 VA B 515 77 28 3T T 15 5 40 B DA 77 A8 BT ik o fk
23R

(09971 39 R4k 5 38T TR 1 5 v, FLARFAEAE T, BT 77 V2534 B 5 M\ 41 A 5 400 Pt =55 77 2L [
W FTIR PRI AP B

[09981  40.—FhZ5H7), Hofl & 55 1-35 30 th AT — TR BT ik B P A A 2h i #dk

[0999] 41 . AR¥E AW IR 2577, HAFAEAE T, Hab & 5348RI 74

[1000] 42 ARFEEH1-35TH AL — TATR I fi ik, L HIEZ Y.

[1001] 43 AR¥EH1-35TH (F—TUprR i Pida , o H TR IT RAMZ E B .

[1002] 44 MRHEEE1-350T AT — WU R B BusAg , H H TR 97 10 S AR

[1003]  45. AR 4 55 1-35 100 FRAE — Tk ARy e 44, A T 0 N Ao 28 e R 48 I 40 e
a- Rk H 1 S R

[1004] 46 . R4 55 1-35 T AT — T il () o ds , I B T 40 1) 35 3R Ak N a— T Ml i 2 13 6
22 U AR E JI ST 21 P 2 T) P 200 P — 21— &4 e ) £ 328

[1005] 47 . ARHE 25 135100 FR A — T ok (g 044 , 3 T Uk 2 441 48 e A4 o 80 o 2 12 Joit 4
HHa- S Al A% B 75 3 1 JE R B T T 12k

[1006]  48. 55 1-35THF— AT iR (M) e 78 il £ 25 i &

[1007]  49.5548W i) Hig , o Biradk 25 FH 1897 ta e A i

[1008]  50. ZE48TH Y FH i , Hrh Fridk 2590 F T4 ] N A 48 0 R0 22 152 Joia 4 A o= SR fiki A%
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EAF SN,

[1009]  51.E848THMY FH i , Frh ik 2540 F T 4 i 5 2R Ak N a— S i A% B 1 78 M 48 o A
22 Jit JoR 40 B 2 1) 1) 4 B - 3 - AT a1 A 3

[1010]  52. ZEA8T ) % , Horp Bl 245 T2 N 4 8 70 4 Jf B8 i 448 1R )i 40 L a— 2R
fili A% g -5 5 1 R B e 1

[1011] 53, — MG T A M SRR MER 7, Frid 77 1536 45 ek A7 A 2=
(1) 565135 AT — T BT iR I Pk

[1012] 54, —FpHlIA AR o N A0LE 0 RN R 2R T J57 40 B HH o S8 i A% B 175 5 1 4T 2 2 119
T332 B 7 i FE 4 BT IR A it F A R0 1 28 1 - 35 T AT — TR IR I A, LA i\ A
28 TR IR S A M o SR A A% B 1 15 R AR B

[1013] 55, — il A4 o S5 A N a— R fish i £ [ 7E 1 48 T 5 #4280 e Jo 4 ik - T F) 2
-3 - 20 B R A% 356 1) 7 3% S BTk 7 v R 45 ik AN it P A & 55 1-35 T R AR — Tk
FRIPLAAR , DA N A0 70 R A 25 J S5 40 B HH o 28 i B (155 5 1 4 e 354

[1014]  56. 2 1-35T1H AL —TUAT IR It - N a SR flh% G5 A PUARZE SN Hil N AR EE 0 AP 2 it o
211 P a— S i B 1 5 1 A0 B B 1 R T R

[1015]  57. 28 1-35T1H L — WA IR Bt - N a R flih% B (TR TE S 1) 35 58 Mk N oS i 2
1 E 28 0 R A 228 P ol 411 -z ] P 240 o — 281) — 4 B 140 A o A 1 8 o

[1016]  58. 28 1-35T1H L — WA IR (I i - N a S flih% B (1 PUARTE I/ #1280 20 P B4 28 R
o 4 A R o SR ik B 1 -5 A PR B AR 1 R T S

[1017]  59. —Fphifhk, FridPifafe it & N0z 0, HF HE SR H T 2b—
AN VE DA B A =ANVH HVRF 5 -

[1018] 1) (a) ®L{SEQ ID NO: 02/ 2 /e /¥ F1 HIHVR-H1 5 (b) B3 SEQ ID NO:03[#) 2 HE IR
FHIFIHVR-H2 ; # (c) 4rSEQ 1D NO: 041 &L/ 5 51 I HVR-H3 ; 5%

[1019]  ii) (a) BLESEQ ID NO:O08H) 2 F: MR 7 FI HIHVR-HL ; (b) B3 SEQ ID NO: 09 2 &
15 5 B I HVR-H2 ;s F1 () 527 SEQ 1D NO: 041 & 3L /R )5 #1I [ HVR-H3 , 5%

[1020]  iii) (a) L7 SEQ ID NO: 15/ 2 FEEE /7 [ HVR-H1; (b) 47 SEQ ID NO: 16/ 2 Ik
% 15 51 fFJHVR-H2 s F1 (c) A4 47 SEQ 1D NO: 17f 5 2L /3 %1 [ HVR-H3 , B,

[1021]  iv) (a) B&SEQ ID NO: 212 LR T FIRIHVR-H1 ; (b) f. 7 SEQ ID NO: 222 Ik
15 5 B ITHVR-H2 5 F1 () 527 SEQ 1D NO: 171 & LR )5 #1I [ HVR-H3 , 5%

[1022]  v) (a) B{5SEQ ID NO: 28 & LR T FIHIHVR-HL ; (b) f 7 SEQ ID NO: 29[ & FE 1R
FHIFIHVR-H2 ; A1 (c) F457SEQ ID NO: 30f) 28 J % /7 41 (I HVR-H3 , 5§,

[1023]  vi) (a) & SEQ ID NO:28HZ LR 7 FIHIHVR-H1; (b) f. 5 SEQ ID NO: 34/ 2 It
& 7 FIHIHVR-H2 5 A1 (c) ®SEQ 1D NO: 30F) & HE 82 41 [ HVR-H3

[1024]  60. —FpPiik, Frid Piikse w45 & Na-Roi% & A, B A& TR IENVH HVRF
LR

[1025] 1) (a) BL{5SEQ ID NO:02f 2 /e /¥ FI FIHVR-H1 5 (b) B3 SEQ ID NO:O03[#) 2 ZE IR
FHIFIHVR-H2 ; #1 (c) F4rSEQ 1D NO: 04K & L8 5 51 R HVR-H3 ; B

[1026]  ii) (a) BLESEQ ID NO:O08H) 2 F:MR 7 FI HIHVR-HL ; (b) B3 SEQ ID NO: 09 2 &
% 15 51 fFJHVR-H2 s F1 (c) 447 SEQ 1D NO: 0411 & 2L % /3 %1 [t HVR-H3 , B,
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[1027)iii) (a) ASEQ 1D NO: 15/ EERF FUMHVRHL: (b) ELESEQ D NO: 1615 Sk

12 5 Z1IHVR-H2 ; 1 (¢) £ 47 SEQ 1D NO: 17(% % 51 7 1 (R HVR-H3 , 5§

[1028]  iv) (a) (7 SEQ 1D NO:21 [ IEEL FF FIAIHVR-HL 5 (b) f7SEQ 1D NO: 2213

1 2 51 (T HVR-H2 s A1 (c) A3 27SEQ 1D NO: 17/I4 52 % 51l I HVR-H3 , 5§

[1029]  v) (a) £.47SEQ 1D NO: 28 EIEHRFF FIMIHVR-H1 5 (b) €L A7SEQ TD NO: 29i) I

FF A HIHVR-H2 ; AT (c) AL4SEQ 1D NO: 30f & 8. 1 51| (I HVR-H3 , 5§

[1030]  vi) (a) BLESEQ ID NO: 28/ 2 H: 1% /7 FIIHVR-HL : (b) €45 SEQ ID NO: 347 22k

& 7 FIHIHVR-H2 5 A1 (c) ®47SEQ 1D NO: 30f) & HE M2 41 (i HVR-H3

[1031] 61. fR4fE 5 59-60 - AE — TR P, HARFAEAE T, M B Erik R IR i) & 70—
FE/AFH AT A S =ANVE HVRFEF »

[10321 i) () B14SEQ 1D NO: 05/ 2 S ¥ 81 {IHVR-L1: (b) (4SEQ 1D NO: 06K % K

FFAIHIHVR-L2 ; Al (c) AL4SEQ 1D NO: 07 & 8. 1 51| (I HVR-L3 ; 5§

[1033] 1) () 1#7SEQ ID NO: 103 HEREFF SUMIHVR-L1 : (b) f447SEQ 1D NO: 111543

W2 FURGHVR-L2;  (c) BLA7SEQ 1D NO: 1200 2 5T BURIHVR-L3, 2%,

[1034]  iii) (a) EL¥SEQ ID NO: 18fIZIEMRT HIIHVR-L1; (b) L5 SEQ 1D NO: 1912 %

12 5 ZIHVR-L2 ; 1 (¢) £ 47 SEQ 1D NO: 20 % 518 7 41 (R HVR-1L.3 , 5§

[1035]  iv) (a) (7 SEQ ID NO: 23f1 & IEHR B I¥THVR-L1; (b) £147SEQ 1D NO: 2415

1 5 51 (THVR-L2 s A1 (c) 327 SEQ 1D NO: 25/ 4 52 )% 51l I HVR-L3, 5%

[1036]  v) (a) AL ESEQ D NO:31F0ZUIEHE A AURIHVR-L1 : (b) FL57SEQ 1D NO: 320 AU %R

FFAIHIHVR-L2 ; Al (c) AL4SEQ 1D NO: 33f & 82 1 51| (I HVR-L3 , 5§

[1037]  vi) () E1#7SEQ ID NO: 353G HEREFF AUMIHVR-L1 : (b) f447SEQ 1D NO: 3611 %3

% 7 HIAUHVR-12 5 A1 () 15 SEQ 1D NO: 37f¢) % FEE2 5 41 (I HVR-L3

[1038]  62.MRHEHCOWTIR M PLdE, HAHMEET , FridPiisic & Nk AE NVLHVR T 41 :

[1039] 1) (a) (L &SEQ 1D NO:O05HIZIERRF FUMIHVR-L1 ; (b) €L 77SEQ 1D NO: 06 & JL A

FFAIHIHVR-L2 ; Al (c) AL4SEQ 1D NO: 07 & 82 1 51 (I HVR-L3 ; 5§

[1040]  ii) (a) BL{SEQ ID NO: 102 HE: L 5 FIHJHVR-L1; (b) B35 SEQ ID NO:1JH) 2 %

W2 FURGHVR-L2;  (c) BL47SEQ 1D NO: 1200 2 5T BURIHVR-L3, 2%,

(10411 iii) (@) ASEQ 1D NO: 18MIZIEEF FUMHVR-LL: (b) EL2SEQ D NO: 19MI % Sk

R 7 BIHVR-L2 s T (c) A4 SEQ 1D NO: 2011 & 3R 7 I HVR-L3 , 5%

[1042]  iv) (a) BLESEQ ID NO: 23M¥ 2 H 18 /7 FUIHVR-L1 : (b) €& SEQ ID NO: 247 2k

W2 FURGHVR-L2;  (c) BL47SEQ 1D NO: 2500 2 BT FURIHVR-L3, 2%,

[1043]  v) (a) BL&SEQ ID NO:31fIE LT HIIIHVR-LL; (b) €4 £ SEQ ID NO: 3201 2 I

FFAIHIHVR-L2 ; Al (c) AL4SEQ 1D NO: 33f & 8. 1 51| (I HVR-L3 , 5§

[1044]  vi) (a) £177SEQ ID NO: 353G HEREFF AUMIHVR-L1 : (b) f447SEQ 1D NO: 3611 %3

B R B BHVR-L2 5 il () A1 47SEQ 1D NO: 37f1 & Wi 2 H{IHVR-L3.

[1045]  63.—Fhpife, HAr g & Na- Rz E A, 7F B8 TR /EANVRIF S -

[1046] i) (a) {47 SEQ D NO: 020 HEREFF FUIHVR-H1 ; (b) €47SEQ ID NO: 03 I

FFFIRIHVR-H2; (¢) B SEQ TD NO: 041 & /L T FIIFIHVR-H3 5 (d) A7 SEQ D NO: 05K &

SEFR Y FUIHVR-L1 ; () 61 4SEQ 1D NO: 06 ZU SRR BIIUHVR-L2 s A1 (F) 43.4°SEQ 1D NO:
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07 & IEIR T B FTHVR-L3 , 5L

[1047]  ii) (a) & SEQ ID NO:O08HZ LR F FIHIHVR-H1; (b) f. 7 SEQ ID NO:09H) 2 It
& 7 HIIHVR-H2;; (c) B3 SEQ ID NO: 0411 2 HE PR 7 ¥ HVR-H3; (d) £ 2 SEQ ID NO:10f]
QKRR EHIMIHVR-L1 ; () A2 SEQ ID NO:11F% 88 7 5 HVR-L2 s F1 (f) £ 27 SEQ 1D
NO: 12/ 2 LR /7 #1) I HVR-1L.3, BY,

[1048]  iii) (a) L SEQ ID NO: 1512 FEEE /7 I HVR-H1; (b) 47 SEQ ID NO: 16/ 2 Ik
& 7 HITHVR-H2;; (c) BLESEQ ID NO: 1712 HE PR 7 ¥ HVR-H3; (d) £ 25 SEQ ID NO:18[¥]
AR FFIMHVR-L1; (e) A2 SEQ ID NO:19M & I8 7 I HVR-L2 ; A1 (f) A4 % SEQ 1D
NO: 20/ Z LR /7 #1) [ HVR-1L.3, B4,

[1049]  iv) (a) BLASEQ ID NO:21fK & FE/E ¥ FIFIHVR-HL ; (b) A& SEQ ID NO: 22K & At
& 7 IIHVR-H2; (c) BLESEQ ID NO: 1712 HE MR 7 #1 [ HVR-H3; (d) £ 2 SEQ ID NO:23[¥]
AR FFIMHVR-L1; (e) A5 SEQ ID NO: 24/ & 318 7 71 I HVR-L2 ;s 1 (f) £4%SEQ 1D
NO: 25/ 2 LR 7 #1) [ HVR-1L.3, B4,

[1050]  v) (a) €15 SEQ ID NO: 28 & IEIRF FIHIHVR-HL ; (b) f 7 SEQ ID NO: 29[ & FE 1R
JFHIFIHVR-H2 5 (¢) B2 SEQ 1D NO:30f) % H% /7 I [FJHVR-H3; (d) £ SEQ ID NO:31HIZ
FEE 7 HIIHVR-LL s (e) f4 &% SEQ ID NO: 32/ 2 LR 7 41 FIHVR-L2; A1 (f) £ % SEQ ID NO:
33 R IR 7 HI [ HVR-L3, BY,

[1051]  vi) (a) & SEQ ID NO:28FZ LR T FIHIHVR-H1 ; (b) f. 75 SEQ ID NO: 34/ 2 It
& 7 IIHVR-H2;; (c) BL3 SEQ ID NO: 3012 HE MR 7 ¥ HVR-H3; (d) £ 2 SEQ ID NO:35(%]
FAILRFHIIHVR-L1 5 (e) 34 SEQ ID NO: 362 IE R FF 41 A HVR-L2 ; A1 (f) f4 % SEQ 1D
NO: 37T/ 2 LR 7 #1) I HVR-L3

[1052] 64 . F¢ R tE4E G Na- Rz & B Puis, oo ik N a5 il 5 B B A T 5 N-
Uiy FH B 2 PR Tk A

[1053]  65. 1R 4E SE 64Tk Pig, Hoh Frid biisks w45 & ANAVN R a- Rtz E , H
T IR NN BR a— R it i 11 B A U 9 RO Ny FR D 2 PR e i

[1054]  66. #2455 6465101 HH AT — T FTR P, oA B a— S flih% B (1 /2 B AR a— SR Al A%

A
[1055] 67 . HRHE 5 64-653THH AE— T IR IO PTAA , Horb i a5 A% B 19 2 53 3R R a5 fih
EH.

[1056]  68. 44 5564670 AL — T FTR P4, oA Frid a— S A% B 1 2 AR AR 3R
PRI a- S A% B 1

[1057]  69. R4 55 64-68TW L — W T A Hiik, K friddufk 5EE 5 SEQ 1D NO:
15-17fJHVRs HAE#2 55602 SEQ 1D NO: 18—20f/JHVR s FIHi 44 45 & M IR () oz

[1058]  70. 4R #E 556469 AL — W pT IR PiiAk, H prid sk 5EE M5 SEQ 1D NO:
21,2211 THIHVRs HZE 4% 415 SEQ D NO: 23-25 [ HVRs [ Hi A4 45 4 48 5] 1) 2267 .

[1059]  71.4R#EZE64-T00HAE— AT iR Hiik, H pridyiik 55 SEQ ID NO: 26/ &
HERTARSEFIIBFISEQ 1D NO: 27 A 48 B 1] AR 45 f Ik I ok &5 5 AR (1) R AL

[1060]  72. 4R #& 5 64-68 T - AE — W pr ik () oAk , o Brid fu A 76 B 8% 5 SEQ 1D NO:
15-17#JHVRs HAE 3285 65 SEQ 1D NO: 18-20f"JHVRs o
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[1061] 73 MR #& 5 64-68 T AE — W pr ik () oAk , o Brid fuAA 76 B 5% & SEQ 1D NO:
21, 22 I 7THIHVRs HAE R HE A5 SEQ 1D NO:23-25/HVRs

[1062] 74 HR4E 5E64-68 0 AL — T BT IR (1) Pisd , b prid b fAod i K %7 SEQ 1D NO: 26
1) 25 W] AR 25 P FISEQ TD NO = 27 P B m] A0 &5 w3k iR A N YA 3RS

[1063] 75 #4555 64-6810 H AT — T Fir ik (1) o s , I A prid Hro Ao NI f iy, HF B7e
B AT AR S5 M4 5 SEQ 1D NO: 15-17({JHVRs HL76 545 7] A8 45 #9389, 27 SEQ 1D NO:18-20
[FIHVRs , Herp, ZEAEPNHVRAT, 0-3 4 2 FE PR VR 4 2R

[1064] 76 . #4555 64-6810 H AT — T Fir ik (1) o dds , I A prid Hro A2 N IR A iy, HF B7E
B AR 4 MR AL A SEQ ID NO: 21, 22117 HVRs H. 78 2 B8 n] A8 25 #3825 SEQ 1D NO:
23-25["HVRs, Herp, ZEAENHVRHT, 0-3 2 B PR VR 4 U o

[1065] 77 AR4E 5 64-6810 H AT — T Fir ik () pudds , I A prid Hro A AR f iyt , HF B =
HE AT AR 25 MR YR T-SEQ ID NO - 2611 B 4% v AR 25 My de, H 4285 n] A8 25 My 380k Y - SEQ 1D
NO: 27 [ 42 5 m] AR 25 M3 o

[1066]  78. —Fh¥ifk, Fridbifa 5 EEREAFSEQ 1D NO: 15-17HJHVRs HAE R FE 0 % SEQ
ID NO: 18-20HVRs PR 4l A AR 1 R4

[1067] 79, —Fhiifk, HIEEAE S SEQ ID NO: 15-17fIHVRs, H{E 4% 4 SEQ ID NO:
18-20fJHVRs .

[1068]  80.—Fhfuidk, HAE B4 A5 SEQ ID NO:21,22F11 7/ HVRs , H7E #4565 SEQ 1D
NO: 23-25/HVRs .

[1069]  81.—Fh (CBA) Hufd, FriR Huis b B 5 SEQ 1D NO: 2611 5 5% nJ A8 45 /4 35 FISEQ 1D
NO: 27 1) 42 8 ] AR S5 MR Bk sk A

[1070] 82 #R 4 564-681 H AT — T Fir ik () o s , I A prad Hro A2 A A i HidA, Hos
HA1 5 SEQ ID NO: 26 555 AJ AR 25 M3 FISEQ 1D NO: 27 f 5 % m A5 45 Fy el ity oA A Ik,
ERER

[10711 83, —Ff CANIEALHD) Puid, FHoAE B 8% v AR 25 M3 60 5 SEQ 1D NO: 15-171JHVRs HL7E
2 B T AR 45 M3 AL A7 SEQ ID NO: 18-20f#HVRs , HeH ZEAFANHVRH , 0-3 /N G2 B R Bk i o o4t
[1072]  84.—Ff ONVEAL ) Puids, FoAE s 4 n] AR 45 M3 AL 27 SEQ 1D NO:21, 228117/ HVRs
H AR A5 25 My SEQ 1D NO:23-25[HVRs , H A ZERE VR AT, 0-3 NG LR ke A 4k
[1073]  85.—Fh (NEAL ) Btk , Forb 8 4 v] AR 45 M3k Y5 T-SEQ 1D NO: 261 H 4% v A%
gE K3, I HHE nT AR 25 MO JET-SEQ TD NO: 271 B8 T AR 25 85k

[1074] 86 . Hi4fE 556485 AL — T Fridk I PLAA , I BT il HAA 4% & 21 if i o7 e 28 AR AR B
.

[1075] 87 . AR 4t 55 86 11 jr ik iy fu A , o v s of o s e 2 AR A B 2 e 57 1 45 & LRP1
LRP8 N4k 1 52 AR BN JBR B 2 B AR K R T S2 AR (R P slcbidd v B

[1076]  88. R ¥E564-87 W AE— TR K Hifd , Forh Pk Hidd & i e Hiia

[1077]  89. H 4 5564-88 T AL — Tl Fridk I P fA , I BT il Hidds & NIk PR ik & bt
(N
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[1078]  90. R & 564-89I AL — TR I fidd , Hodb Tk fufd &

[1079]  a) NE3KTgGL )4 Kpifk, ol

[1080]  b) NP 2RIgG4Af) 4K Pk, ok

[1081]1 o) NWKIgGIA&KPilk, B RAFL234A,L235AF1P329G,

[1082]  d) NRIgG4RI Kbl , HAKRAES228P, L235EHIP329G,

[1083] ) NG 4 Kpuihk, E M 4 e B A RAFL234A, L235AFIP329G, £ — 2%
HHE B A RAET366WHIS354C, IF HAE S H 1) 5 — S HAEh HA RAET366S,L368A, Y407V
FIY349C, 5§

[1084] ) NI TgGAM 4 Kpuih, 70 7 45 B 55 B A 5848 S228P, L235EMIP329G, £ — 2%
HHE B A RAET366WHIS354C, IF HAE S H 1) 5 — s HAEh HA RAET366S,L368A, Y407V
FY349C.91 . —Fhbr- Na-SfiliZ% 5 APk, HARHEE T

[1085] &) AT uiA (o, & N Sk Uik B , 0 2k B A & — AN EE A ) AR 45 M AN — A B B
EX, Ho

[1086] 1) Firidk W] A8 45 K30 27 SEQ ID NO:15,SEQ ID NO:16F1SEQ ID NO:17f{HVRs , H:
HHAERE VR, AR R T4, 0,1, 280 SR LR TR i e 28

[1087]  ii) Fridd e E X & N 1gGUIE & X, H H C— iy i 20 R ik 2k ] AAFAE BN AE , I L
[1088]  iii) Pfridi{iE € X AL 2 JE IR AL A L234A, L235AFIP329G,

[1089]  b) Prik HudR (& W sk PLiR i , B o i B 60 & — DR BE T AR 45 g I — AN i E
JE SRR, Horp

[1090] 1) Pk W] A8 45 K30 27 SEQ ID NO:18,SEQ ID NO:19FISEQ ID NO:20f¢HVRs , H:
HHAERE VR, AR R T4, 0,1, 280 SN R LR PR T i 28

[1091]  i1) Frid{EE X & AR BEtE e X 5 AV EfE E X

[1092]  92. —Fdi- Na- Sk 8 B bk, HRFIELE T

[1093] &) AT HuiA (o, & P Sk ik B , 1 2 B A & — AN B ) AR 45 M3 AN — A B 1
EX, Ho

[1094] 1) Frik W] A8 45 K30 27 SEQ ID NO:21,SEQ ID NO:22#I1SEQ ID NO:17f{HVRs , H:
HHAEREPMHVRA , AR R T4, 0,1, 280 S R R PR i i 28

[1095]  ii) i {E € X @& N 1gGUIHE i X, H H C— iy 4t 20 R ik ik ] AAFAE BN AE , I L
[1096]  iii) pridi € X AL 2 JE IR AL A L234A, L235AFIP329G,

(10971 b) Prk HudR & W sk PriR i, f o i B 00 & — DR B T AR 45 Mg I — AN e
JE SR, Horp

[1098] 1) ik A A8 45 K30 27 SEQ ID NO:23,SEQ ID NO:24FISEQ ID NO: 25 HVRs , H:
HHAERE VR, AR R T4, 0,1, 280 S R R PR il i 28

[1099] i) Frid{E € X & AR BEfE e X 8 AV E E X

[1100]  93.—FhHi- Na-F Mk 8 B bk, HARFIELE T

[1101] &) PR Huik (o & P Sk Puik Bk , f ok B A & — AN B ) AR 45 M3 AN — A B 1
EX, Hod

[1102] 1) AR AT AR 5 A 2 SEQ TD NO: 26fK3E N (%) T AR 45 w3k N WAL TE R,

[1103]  i1) Frid e € X & N 1gGUIE & X, H Oy i 20 R ik 2k ] AAEAE BN AE , I L
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(11041 ii1) FridfH7E X 4 & 2 SRR AR AEL234A, L235AMIP329G

[1105]  b) Arid Hofd o & PIaRPUR R BE , B SR B 8 — N BE P AR M IR — AN i e
SE AR, Horp

[1106] 1) Frik AT AR 45 M4k SEQ 1D NO: 27(¥13E A (Fe) AT AR 45 Mgty A JsAL TR,

[1107]  ii) PrdiE e X 2 N g EAE i X BAME BEEE X

[1108]  94. —Ffdi- Na- bz B A Hutd, JHRFAETE T -

(11091 a) Prik Hodd €0 & P 5% Bl i S B , 45 2% 258 7EN- 3 C— 3 J7 1) b /6L 55 7 B v AR 25 44
toh FLBEEE X RSk FlscFabEscFvhii i By, He 5 NI Bk 1 2 ke s k45 &, Horh
[1110] i) frid i 45 45 #4605 SEQ 1D NO:15,SEQ ID NO: 16AISEQ ID NO: L7f¥HVRs, 3%
Hh AERENVRA, ARRH T 90k, 0, 1, 2803 R R FRAR I 6 28

(1] id) BrdtE i X 2 N TeGUIEE X, Herh C- i it 2 BR ik Ak I DAAEAE BUANAEAE , I HL
[1112] iid) Pk e e X AL & s 2R R A2 A6 L2344, L235AFIP329G,

[1113]  b) Frid Hufd & P AR PURTRBE , B SR e B 8 — N B P AR M IR — AN i e
SE AR, Horp

[1114] 1) FFrik a] 28 45 #3860 £ SEQ ID NO:18,SEQ ID NO:19FISEQ ID NO:20HVRs , 3
Hh FERENHVRA , RIS T 90k, 0, 1, 2803 R R FR AR FE R 6 28

(11151 i1) PR E e X 2 N g EAE i X B AME BEEE X

[1116] 95, —Ffdi- Na- bz B A Hutd , HRFAEZE T -

[1117] &) Frid PuiRk & W S DUk B 8 , B9 20 AR AEN- 2N C- 7 ) B0 7 B ml AR 45 74
L R B X L Sk FllscFabal scFviifh BBy , H 5 N8 [ 2R Sk 4 4, Hop
[1118] i) Bk Al A8 45 #4860 5 SEQ 1D NO:21,SEQ ID NO:22FISEQ ID NO: 17f{JHVRs , F:
HFERRNHVRA, AR T 01k, 0, 1, 280 3N U R TR AR I 4 i

(11191 i1) B tE i X 2 N TgGUIEE X, oo C- i it 2 BR ik Ak mI DAAEAE BUANAEAE , I HL
[1120]  iid) prakfE e X AL & s 2R R AR A0 L234A , L235AFIP329G,

(11211 b) Frid Hofd & PR PUR R BE , B R e B 8 — N B P AR M IR — AN i e
SE AR, Horp

[1122] i) Pk AT A 45 #3840, 27 SEQ ID NO:23,SEQ ID NO:24FISEQ ID NO:25[JHVRs,
Hh AERENVRA , ARRH T 00k, 0, 1, 2803 R R FR AR FE R 6 28

[1123]  ii) PR iE e X 2 N cig BEAE i X BAME BEEE X

[1124]  96. —FpHi- Na-FRfibix 8 A Pif, HAFEET

[1125] &) Pk Huid a0 & W 25 Pih B 5E , B 0% B BEAEN- 3 C- I 7 [o) b A0 S BE W] AR 45 )
teh FLBEIEE X R3Sk FlscFabEs i v By, He 5 NI Bk 1 2 ke ek 4s &, Horh
[1126] 1) AR AT AR 5 g3k 2 SEQ TD NO: 2611 G T A5 £ Fpssk ) A Ak X,

(1271 ii) PrdtE e X 2 N TgGUIEE X, e rh C- i i 2 BR ik Ak v DAAEAE BUANAEAE , I HL
[1128]  iii) Pridfe e X A 5 R AL IR AR 1234, L235AFMP329G,

(11291  b) Frid Hofd & PIaR IR BE , B R B 8 — N BE P AR M IR — AN i e
SE AR, Horp

[1130] i) f7id AT AR L5 M4 SEQ 1D NO: 27 4 v A8 45 #3sh g AL X

[1131]  i1) PrE e X 2 N g BEAE i X BAME BEEE X
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[1132] 97 —FPdi- Na-FRAMdZ E A Hifk , HAFIERE T

[1133] &) Prik il & 55 — Pk B G, Prik 5 — ik B85 AEN-BC—3i 77 ) b0 3% Bk v]
AR E Ry, A IE E X K Sk fllscFabalscFv il b By, H 5 N R A 2 R 45 5
Hor

[1134]  {) fifik A A8 45 #3860 &7 SEQ 1D NO:15,SEQ ID NO:16F1SEQ ID NO: 17(¥IHVRs, H
HTEREANIVRA , AR T, 0, 1, 2803 AN U S IR R FE 4 248

[1135] i) pfridtE e X N TeGUETE X, 3 C-ai i R ik 3 vl LAAFAE BN AE

[1136]  iii) FridoE s XA & & FE R A ALL234A, L.235AFIP329G , Ff H.

(11371 iv) B s X A0 5 R R AR K T366WAIS354Cak 2 S R XK. T366S , L368A, Y407V
FY349C,

[1138]  b) Frik il & 58 —Puik B g, Prik 5 — Hiik B85 EN-C—3 77 ) b3 B Ak A]
AR G K SR A X, 3

[1139] ) Frik Al A8 45 #IR A2 5 SEQ 1D NO:15,SEQ 1D NO:16FISEQ 1D NO: 17f{HVRs , 3
HEREANIVRA, AR T, 0, 1, 234N S IR Bk FE 4 248

[1140] i) pridtE e XA N TeGUERE X, 3 p C-ui i & R ik 3 vl LAAFAE BN AE

(11411 111) Bk e e X A & S AL BRAZ L L234A , L235AFIP329G, I H.

(1142 iv) ISR A — HUik Ak A 5 B AR AR AL T366S , L368A, YAOTVARIY349C , I Ffr it 1 52
X A5 B AERR AL T366WAIS3BAC, B , 4 SR —Hi ik T (0 & B SR I AL 1L T366W AIS354C,
T AR 48 5 X 2 R I IR AR L T366S, L.368A, YA0TVAIY349C,

[1143] o) Prik i & W sk bk i i , B B AR B & — MR BE nT AR S UM — AN i 1E
5E SRR, o

[1144] i) FFrik i) 25 45 #3860 £ SEQ ID NO:18,SEQ ID NO:19HISEQ ID NO:20HVRs , 3
HEAEANHVRA, AR T, 0, 1, 2834 S SE FR PR S5 i T

[1145]  i1) prid e e X A N AR B fE g X s A MR BEIE E X o

[1146] 98, —Fi— Na-FRfdZEE A Bk, HAFEE T

[1147] &) Pk $uii 5 58 — Pk B e, Prik 25— Hiik B85 EN-3C—3i 77 ) b0 3% Bk v]
AR G R | B AEE 5 X PR Sk fllscFRabElscFvPi il i B, Ho 5 NFE B A 2k R 45 4
Hor

[1148] i) Ffrik i) 25 45 #4860 £ SEQ ID NO:21,SEQ ID NO:22FISEQ ID NO: 17fHVRs, 3
HEREANIVRA, AR T, 0, 1, 2803 AN S IR R FE 4 248

(11491 i1) Prid e e DX N TeGUERE X, 3 i C-ui i & R ik 2 vl LAAFAE BN AE

[1150]  iii) FridkfE e X A & S AL B AR L L234A , L235AFNP329G, I H.

(1511 iv) Frd e X 6 4 SRR 28 (L T366W MIS354CHL 4 L MR 2 K. 3665, L368A, Y407V
FY349C,

(11521 b) Frik oA E & 58 — Puid i, Frdk 36 — Bk SERETEN-3C-3i 7y ) L6 3 B W]
AR G A Bl R F A X, 3

[1153] i) Bk o] 25 45 #4860, 47 SEQ 1D NO:21,SEQ ID NO:22/HISEQ ID NO:17[HVRs, 3
HEREANIVRA, AR T, 0, 1, 2803 AN S IR R SE 4 248

[1154] i) PrifE e X2 N TgGUERE X, Horh C—sim i Bk K v] LAAF AL BN AE
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[1155]  iii) piridiiE 5 X AL & Z I FR AR AL L234A, L235AFIP329G, I H.

[1156]  iv) Gn 58 —Puik 5B & & LR AR 1h T366S, 1L.368A, YAOTVAIY349C, M fr ik fe 2
X AL S FEIRAE L T366WAIS354C, B , U2 — PR HFE A & & IE IR AL T366WAIS354C,
T B i 1 X, 2 B R AR AL T366S , L368A, YA0TVANY349C,

[1157] o) ik Bt & W sk PUiR R 58, B RS — N R i nT AR g5 i s i — AN R e
JE SR IE, Horp

[1158] 1) ik A] A8 45 K30 27 SEQ ID NO:23,SEQ ID NO:24I1SEQ ID NO: 25/ HVRs , H:
HHAEREANIVRA , AT A7, 0, 1, 280 34N S FE R ik H 4 4 38

[1159]  i1) Frid{E E X e A2 BEfE 2 X s NNV EEIE 2 X

[1160]  99. —FhHi— Na-F Mk 8 B bk, HARFIEAE T

[1161]  a) FrR Puik o & 58— PuiR Bk, BT i 25 — P ik B B CEN-21 -3 7 ) b0, 2 B m]
g g e ek L B 5E (X Bk Sk MllscFabalscPv i AR A B, H 5 NBERK IR 1 2 AR 45
Hrp

[1162] 1) PR AT 2S£ Mk £ SEQ D NO: 26/ G AT A5 45 Faydsk g A JEAL T,

[1163] 1) P e e X & N TgGLE E X, H o C— i it 22 iR Tk 5 v] AAFAE BANEAE

[1164]  iii) fridiE e X A& 2 IR AR fLL234A, L235AFIP329G, I H.

[1165]  iv) Bk 1E & X A & A IE IR AR AL T366WAIS354CHY 2 JE B A8 1K, T366S , L368A, Y407V
F1Y349C,

[1166]  b) Tk PUiR & 28 —PraR EsE , T id 55 — Bk 5 B 7EN- 21 - 77 1) b0, 2 S mT
A g R Sl R B B E E X, Hodp

[1167] 1) iR Al AR L5 M2 SEQ 1D NO: 261 H 7] A% 45 M3k ity AL T K,

[1168] i) Frid{EsE X & NTgGUE E X, M rpr O ffi 2 B ik = ] LA AFAE B AN AR AE

[1169]  iii) prid i 5 X AL & & IR AR AL L234A, L235AFIP329G, I H.

[1170]  iv) G056 —Puik BB & & LR AR b T366S, 1L.368A, YAOTVAIY349C, M fr ik e 2
X AL & S FEIRAE L T366WAIS354C, B , U2 — PR HFE A & 2 IE IR AL T366WAIS354C,
T B i 4E X, 2 B R AR Ak T366S , L368A, YA0TVANY349C,

(1711 o) ik B a0 & P SR PR R 58, B RS — N R nT AR g5 i s i — AN R e
JE SR IE, Horp

[1172] 1) iR AT AR 45 438 /2 SEQ 1D NO: 271 % 7] A8 45 M3k it A JEAL T =X,

[1173]  i1) FridfE e X e N2 BE e 2 X s NV EEIE E X

[1174] 100 F4 25 94-99 T H AT — T B i (1) o AAc , L b Bl o 5 1k - N Bk il 1 2 A
FRIT A Fr BB, 5 f B T AR 48 M3 SEQ D NO = 56 1) B B 1] A 25 Mt ity A sk TR =X, L
[ 5 ] AR 45 Ry A2 SEQ 1D NO = 571 32 B v A8 45 ek i) N AL T 20

[1175]  101. R4 5864~ 100TH AL — TUAT R Pk, o p BTy ik

(11761 1) $a N A S0 RIS B 0T 40 B A o S Al A% B (1 15 I Al M =k, A/ B

(11771 i) i) 52 SR AR N a— G ik B 1 78 #0280 70 RN 28 J50 o 241 -2 ] £ &40 e — 38— 241 it 1)
&3, F /5%,

(11781 ii1) Jel/b NAREE T MY o a— S ik B 11— 75 3 (00 JOE R B 3 s 12k, R/ B

(11791 iv) et 45 & B A Ui 2 O N-vii F AR R AR R 1) a— R A% B 1, I BARE PR 4
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o A BRKIN- T i 2R AR N a- R A

V. S5 {5l

[1180]  DLF & A K B 5 L ANZH A W STt ] o O ER AR , 25 58 F SCHR ALY ok, AT LK
Jiti 22 i FCAth S 7 5%

[1181]  J5iE At kL

[1182]  ELZIDNAFI A

[1183]  #IfESambrook,]J.% ,Molecular cloning:Alaboratory manual (43T 50 % : S2U6
ZFM) ;Cold Spring Harbor Laboratory Press,Cold Spring Harbor,New York,1989
T, 488 AR ¥HE 7 925 45 AR DNA e HEE S 7 7 45 FH 35 B A FH 40 7 AR 0 2l

[1184]  EEP MISEAX TR & ik

[1185]  ffGeneart GmbH (Regensburg,f[E) i id 14 2% G 1 il £ 77 22 1 JE PR X B o 1 6 ik
(P R A B v B BRI AT 1R (B col 1) JHRiyl e - 3858 /4 38 o 188 1 DNAN 37 38 11F 3. 5 B2 (1)
FE[R Fr BEFRIDNA T 1) o £ a6 1, 388 5 38 KAk 27 BT SEA% 7 IR B3GR ik PCREE 2R 962 1) 45 F ¥ DNA
FEX . Himetabion GmbH (Planegg—Martinsried, fE[E) #4455 P EZ R -

[1186] &)

(11871 W IRV S AN B, W42 HE AL 87 R 4 FH VAR P i A1 1 4 FH B 160 e DR £ 22 741) L L
RAAHR &

[1188] 4 7 %

[1189]  Hi4AK0017=ASYN-233HC 110-IV=aSyn.S019.006A08

[1190]  HiAK0018=ASYN-064HC 110-II=aSyn.S003.006A11

[1191]  $Hi4AK0081 =ASYN-235HC 110-IV=aSyn.S019.005A08

[1192]  HLAK0070 =R 0017-+ Ifi 5 57 s 27 AR A e

[1193]  HiLK0076 =R 001 8-+ Ifi fn 7 s 27 AR A e

[1194] Syt fs)1

(11951 HUJELi il 25

[1196]  MEMEE T NE A M a-Rfili% E H (100ng, 200ug , BE500ug 5570 iAFE)
[1197]  — NRAFIATP o~ % A (8. 2mg/ml, 7E50mM HEPES/100mM NaCl+HiZ& )

[1198]  Z2 i AA W (IR ORAT , I FLEE S ELEEI FH O R 5R) -

(11991 —PBf#K (5x) : 250mMBE AR 22 ¥, pH 7.0 (0. 22umiL JE )

[1200]  -EtOHf#& VR : To/K LBE Mt S 2% (pro analysis grade) (EMSURE)

[1201]  (Merck;Cat.No.1.00989.1000)

[1202]  -HPLCZ 7K (LiChrosolv,Merck)

[1203]  —50mM HEPES/100mM NaCl,pH 7.4 (0.22umid Ji€f)

[1204]  —~TBS (50mM Tris/100mM NaCl) pH 7.0 (0.22umiL Ji€f))

[1205]  -BioPORTER#: Hi#i% {57 (Genlantis,Cat.No.BP502424)

[1206]  AL-ZERM il

[1207] =T &% Xk, Z WDanzer,K. M. ,%5,] . Neurosci.27 (2007) 9220-9232,
Danzer,K.M.,%%, J .Neurochem. 111 (2009) 192-203.
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[1208] ¥ T-H)a— 3 il 7% £ VA S FEHPLC/K 1, LIRS Z970uM  a— 28 fil 4% 15 I IR VA TR
(100u1/100ugE H) o K IF ALK A ACh HE RS R E /B A 308 . 2R 5, In A 50001
HPLCZZ I 7K » 20011 250mM PB pH 7.0,200m1 5341 FHEE R To /K £ B2 VR A ) LA ATl 4R
ZH10F0 R J5 , P2 4E7E50mM PB pH 7.0/20% L EEH )1000ng/mla- Rz E HBER .~ T 5
FERE A TEANAF AR a- R AdA% S VI 26 F T S VR A AR R I 2 P B R R AR ahas L3R
FA/NET RR BN I AE T 0K AR, CLSLBIVR T o R 78 5 00 A e e e i (il , 7
SpeedvacH) BT IR R T E B 720, 5ml A 10% Z EEf150mM PB pH 7.0 .7 BA
T 55 F 138 XUHE (Eppendorf Thermomixer 5436,3i#/&5) #, K L FEAE20-21°C 2% K 24
NI ARG W TR M, I HAR SRR IR FEBN6 R FAL-FE R Y M Vivaspin 500 (BOkDéiz
{B) W45 % 1mg/m1 , H HIT 8 T 5 0 TR IAR A4 B SE RV IRAFAE-80°C . il 1L SDS—
PAGEMIEMAEAT IE A T S M0 IR o B 45 161 o
[1209]  C1-ZERWH i+
[1210] =T &% Xk, Z WDanzer,K. M. ,%, ] . Neurosci .27 (2007) 9220-9232,
Danzer,K.M.,%%, J .Neurochem. 111 (2009) 192-203.
[1211] B UR T o S i A% B 3 VA AR AEHPLCER A ) Ak HR 5 DASRASIR BE 20 7 OuMIF) ¥ (100
n1/100ng® ) B AE K IR EE 75 A0 A TR sh 28 B S 3080 48 J5 , IAN500m] HPLCZK
AR 7K, 20001 250mM PB pH 7.0,20011 534t FHEE i oK S BF IR G LA 2 R % 10
oI5, F# A AE50mM PB pH 7.0/20% L BEH K)100ug /mla—J filii% d F I R - 5% 5% I
i TEANAFAEa- A% B A 26 2F IR A A R 2 v B R SR AR sl 32316
NS (B0, 1R S CL-FE R Y HVivaspin 500 (BOkDéiz HAH) W46 2 1mg/m1 , FF HIC & H
T4 3% O T KWK AF4E K 3 R RAEAE-80°C .« i 1 SDS—PAGE FNEM3E 47 1F i (1) 32 ER W
JSCHR) BT B 1
[1212]  TPRAFfRa— R fbix 5 SV il &
[1213] K 4wBEKarpinar,D.P.,%E,EMBO J.28 (2009) 3256-3268.
[1214] $4100m17E50mM HEPES/100mM NaCl pH7.491f#)8. 2mg/ml (£1590mM) TP a—2 fili 4%
2R FEAEST C FH2x SmmAii P P b T3t HE (200rpm) 6K . 38 3 SDS-PAGE FIEMi#E 4T 1F
Eﬁaﬁ% RIS o A o
[1215]  a—Zfulk% 5 (A JE 27 4E K i A 5B1 oPORTERVE &
[1216] M4 Luk,K.C.,%,Biochem.46 (2007) 12522-12526, flLuk,K.C., 4%,
Proc.Natl.Acad.Sci.USA 106 (2009) 20051-20056.
[1217] 4%¥?$Hﬁ$ﬂ%ﬁa§*ﬁﬁa—%%m&%ra£/\m‘$— (M-80°C) Hr tH #|= I (RT) 10-15%
Bl AT R B S T F I BB R A 2 T E3TC ARG, B E S E R T
AT, =R/ S /ﬁﬁ?g%mﬁ/ﬁk{% ¥ 100ug T a-RAkAZ B HIE M AE100n] TBS
pH7H W T BB 4 sUIR A 88, 3F FLZE37°C /1000 pmils 5 96 /N o SR i , K5 45 77 =5 i 42
T# (20,000g) #0107 8o 2BRI0u1_EIE CHEUTTE Y OO0 BT [ TBS B B (R IREE LN
Img/m1) o3It SDS-PAGERIEMEE AT 1EAff (1) Ji 2T 24 T2 A 1) o B 458 o] o 5% T K AT i 5 B4 o R
1F1E-80°C,
[1218] f%%%ﬁ‘ﬁ‘zﬂwffwom 1mg/m13ﬁ/\%—ﬁaafj)@g{ue&ﬂn)\ﬁmul BioPORTER 1 F
PR R, T 30 I iR 3 RN K R PR AV TR B o E T S A B VR SRR B 107 B
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[1219]  SEjifs)2

[1220] s

[1221] ¥ = FUE v 24 3 e o -R A R A C1LE R Y a5 % 85 13 IR 21 4k Flla -2 fil k% 2
H TPRAFR BT (B — IR A5 , BRI 2 4000 ; T 582 1) Sy 43 Fh A 20 200 5 1l 46 2 WL, 52
JaA51 1) TR & e % - Shid i 78 S50 R Rz N A R 32 FH 56 4 B IRV R FLAG ) e I, 9 HL
FEZET, 14,35, 63191 K IEIL AT & WL FIR A8 2 S g S FE 5521, 41, 69FH9T R KA
I Al IR e AR FR 10 %) o il 5 I3 , e AT 1@ I ELTSAREAT W BEf € (WL F 30) o 7
A ERAZ A, VR BAR Af ve B T R R e e 4 T B L SR I (St 51 3 A04)
[1222]  Hf i 35 5

[1223] b3 500 JEUIR A Wb B P RS 23 0 0l 1 0 W BEE o B - R A A% i I CL SR SR, a- R
fil A% 85 E B A4, Bla— TR filiA% 2R H TPRARAR ZE IR W) LATEPBS (B IR 2% i RV W) 10 . 6ug/
ml.100u1/ LI 5 7E96-FLNUNC Maxisorb P b, %8 )5 : FHAEPBSH 2% CroteinC 20011/
FLEF P AR s A8 FHAEPBSH10. 5% Crote inCH I HL MG HE BBV, — M43, 100u1 /4L H
FEPBSH10.5% CroteinCHI 1116, 000 B [FIHRP- 4% & (1) GHiR it S804k Wil — 25 4 (1) BPdi—%
IgGHifk (Jackson Immunoresearch) 100ul/FLAEI . X F B & P18, B FARAE3TCIRE —/
It LEFT A A B 2 18], 4 FA FHAEPBS 0. 05 % 5L 206 V4 = ¥R - Sl In N A ¥ 4:BM Blue
PODJE#) (Roche Diagnostics GmbH,Mannheim, f&E) 100ul/FLEIAE S, IF Hi@ i iIn A 1M
HC1, 10011 /L& 1k o 7EAS0nmisE B 6 B , &1 55 690nm i ' FEAE NS Ll o 3% 2 SUN S E—
e i KB 5 I P ILIE  H FE

[1224]  SZjifhl3

[1225] @A - N a5 filiZ 55 E B ) B4

[1226]  Jp & G o1 J) I SR A% 4 . (PBMC)

(12271 g F = A S+ (s it 451 2 iy 3R ) AR 9 L R s o #E 48 B Lympho 1y te Wi 2L 304
(Cedarlane Laboratories,Burlington,Ontario, INEEK) & R AL N 5 i 1 2 e B 3R 47 2%
FEBS O T ¥ S A EDTAR A if HH 1x PBS (BERRZZ M1 £57K s PAA, Pasching , BLH0R) # 8 PY
% .PBMCs FH1x PBSYEB IR

[1228] EL-4 Bok;yfiE

[1229] RPMI 1640 (Pan Biotech,Aidenbach,f&[H) , #s 78 10%FCS (Hyclone,Logan,UT,
USA) , 2mMA R b IG , 1 % B 5 & /555 2 AW (PAA,Pasching, BEHEF]) , 2mM A i B2 & , 10mM
HEPES (PAN Biotech,Aidenbach, fZ[E) F10.05mM B-#i%: 2B (Gibco,Paisley, 7it% %) .
[1230]  JHFEE W20/ SRz i

(12311 {5 I JG B A6 LA (48 B 3% 5% 2 o)) 388 3k AR5 S ARG B ¥ 0 15 Tk &4 o 0 B e 4
P o B FL B 22 25 Am 1 B FR 3L A2 2 6x 10°4 K H K S IIPBMCs , 3 HL S R A2 55 9740 4537
CEEA VN K FIEFR4nAE (ORI E 40 (PBLs) ) FFPi 5 EIE D 1%

[1232] 4 “FH

[1233]  7£4°C, ¥4 Jo B (1) 4B M85 7R 6 FL P B FHAE AR BR G2 PR (0 . IMBIR R ZLHN , 34mMBR R & —
% (disodium hydrogen carbonate) ,pH 9.55) H P FAS [F] i) N a— S fili A% 2 1 R
BEY (Ing/ml CLERY M lug/ml TPIRAZ AR SR M) CA I - FEAF FH 71, PR A G
P PBSH S =1
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[1234]  7E Na— % 85 A S W) 1 = EBAH Y

[1235] K FH N a- Ml i% & A R YW 6 FLAL 415 F- %A £ 26x10°/MPBLs/4m1 5%
I3k, H RV A E3T CE & /N R a- R B 0 B R L E PR )5 @
it 1x PBSAT AP FL 120K 10 2% B AR R B 16 20 MY o 38 3k 70 355 77 46 FR 7E 37 °C i B A B A
T 1Ol , 45 4% T BRG0Pt fift 55« FEL—4B5 X% 77 R 4% 1k g 25 A AL o B Al AR A7 AE UK L=
IEEEIRR L S et SeiNins

[1236]  fuyZe s g o A U4 AR

[1237] {3 F$i-TeGHIAAFITCZ &%) (AbD Serotec,Dftusseldorf, f[E) HH4T 8 — i/
o W T R Yt , FAEPBSH (3 -TeGHUARF ITCS: & W B K 1 T #E A0 & 42 40 B A 4
I BAF4A CHERG AL IE B 4570 B . Ye o J5 , K PBMCs UK YA (I PBS YRI5 PN UK - 5% )5 » K+ PBMC s B &%
FEUKY IRPBSH , 3 H A7 B 3E4TFACS 20 Mt o ZEFACS /3T 22 BT » IO MR & My5ng /m1 (AL, 7 g
(BD Pharmingen,San Diego,CA,USA) , UL X 43 #F4H i A% ZH i

[1238] f# B T i HAHLAMFACSDiva®# 4 JBecton Dickinson FACSAria (BD
Biosciences,USA) 47 BEAANGH i 43 3% o

[1239] BYjILH

[1240] it 5Zubler®s (J.Exp.Med.160 (1984) 1170-1183) ik AHALLI 77 95 H1] £ i B—4H
M B W 6 5 0 ¥ A5 1) e B- 4 L /£ B A 2001/ fL AL 5 Pansorbin4H i (1
100000) (Calbiochem (Merck) ,Darmstadt,{E[E) 5% % R4 L% (charge 20100908,
PR i ) A1y —4% R SR EL-4-B5 BB 40 A (2.5 10/ FL) MIEL-4 B5$%5 77 96 FLF 4R
HE37°C 5% COU B 7R« BUH BN M5 & 1 b3 FH T 0 1k o P47 Hb, 45 76 22 41 e IR mRNA S
BIRAELEL00n] RLTZEMK (Qiagen,Hilden, ) dv, I FoK 2@V 4 4E-80°C .

[1241]  Sjtifel4

[1242]  fff e Gmbd o dd ) A8 45 R 3k i 1% 1

[1243]  PCRY™ HEV L K3 A0 7

[1244]  {§ FINucleoSpin 8/96RNAIX 7 (Macherey&Nagel ;Cat—No.740709.4,740698) ##%
FE A I P T R 1) 4% SARNA L T 1 25 TR #E epMot 1 onb075WR R 3 4F 24 (Eppendorf) ik
T o K RNA FH 6001 AN RNAR ) 7K B % o {3 61 RNAFHSuperscript TTTE8 854 BUB IR
4 (Invitrogen;Cat—No. 18080-400) FNFET— 5| 444 MR Ak 87 i A FH i B Je ik s 3 S il
SN AE cDNA G A F4n1 cDNAY™ 34 50 8 3Kk A 1 B B A2 88 nT AR X (VHAAVL) , 48 FAccuPrime
BRI EY) (Invitrogen;Cat—No.12344-040) , LL50n] 1 £ A4 A1, FH4&F 6 B 45 1) 51 4
rbHCfinal.up (AAGCTTGCCACCATGGAGACTGGGC TGCGCTGGCTTC;SEQ ID NO:42) Al
rbHCfinal.do (CCATTGGTG AGGGTGCCCGAG;SEQ ID NO:43) A& Xt 42 4EM) 51#)rbLCf inal . up
(AAGCTTGCCACCATGGACAYGAGGGCCCCCACTC;SEQ ID NO:44) firbLCfinal.do
(CAGAGTRCTGCTGAGGTTGTAGGTAC; SEQ ID NO:45) 4 34 . PCRE A 11 T : 94 C I S 5543 45 35
AMIEFR :94°C20F, 70°C 2088, 68°C A5 , Fl ks f5 E68 C LEANT 434,

[1245]  #50n]1 PCRIEW T )\fTt EFES|48E-Gel 2% (Invitrogen;Cat—No.G8008-02)
F.f# HiNucleoSpin Extract ITiRjf)#& (Macherey&Nagel;Cat—No.740609250) #% {8 fit N 7
R AR AL FHPEPCRI B , FF H AR BEAE50u 1 38 it 22 i v o A58 FH AT 0 B rbHCE inal . up A
rbHCfinal . dofl4t %t 42 5 rbLCf inal . upFlrbLCfinal . do, ZEF N7 1A] b %1201 44k [
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PCRF=#) 30 ¥

[1246]  SZjitifsl5

[1247]  fapi- Na- Mt & A PR N IEAL

[1248]  mI DA% HEARAER A , WnCDRFE 12 , 4 S bi— N a— Ml A% g5 1 Pk N JsAk

[1249]  SLjiif5l6

[1250]  p=iE A RIAH A

[1251] &) {5 F/NR TaGUEE X 7742 T RIS R BRE A A 3k

[1252] @l i@l E gt &% H PSRl B A - 73 PR TR VHSE R30I DNA Fr B 5 i /s

B TG LIE % X B 5 41 oA 1T 2H 26 4w /N B TG LR B & FE IR, BT iR i i PR A0 5 /N B T g G 1AE

SEIX (CHL,B¢8E , CH2, CH3) AIRYE T S I bt —a S Al A% B - PR VHES F3k .

[1253] /MR IgGUEE X A TR AR T
AKTTPPSVYP LAPGSAAQTN SMVTLGCLVK GYFPEPVTVT WNSGSLSSGV
HTFPAVLQSD LYTLSSSVTV PSSTWPSETV TCNVAHPASS TKVDKKIVPR
DCGCKPCICT VPEVSSVFIF PPKPKDVLTI TLTPKVTCVV VDISKDDPEV

[1254] QFSWEFVDDVE VHTAQTQPRE EQFNSTFRSV SELPIMHQDW LNGKEFKCRV
NSAAFPAPIE KTISKTKGRP KAPQVYTIPP PKEQMAKDKV SLTCMITDFF
PEDITVEWQW NGQPAENYKN TQPIMDTDGS YFVYSKLNVQ KSNWEAGNTF
TCSVLHEGLH NHHTEKSLSH SPGK

[1255]  (SEQ ID NO:46) .

[1256]  FT iR RIS BARIE B o VFZ SR TR K AT B8 &2 i 1 >R B 244 pUCT 81 & il £

FLER AT o R T 2R 75 55 3R Uit i B- A I e il A

[1257] itk EAEHFESEAAIES B3 J5 1A A& MR ThRgtE ot

[1258]  —k E N E 4t s 25 1) BB LA 8 7 A0S 37 (P-CMV) L, & & A,

[1259] - ANEFEHRZEEREHS - A#IEX (5 UTR) ,

[1260]  —R Sy Bk A HEEE 5 71,

[1261]  —EE4E AR (VH) 45 Kk i A% R

[1262]  —/NR TgGLEE X G % IR , £l

[1263]  —AAKEERZ R ERR T4 BGH pA) .

[1264]  b) {1 F/NER Tg— e X P2 A F T3R8 % BRES R BE I 24k

[1265] @i k& S hS % H W PL—a— Tl & A - e MEPUARVL (x) S5 388 DNA v Bt 5 9

/IR Tg = 58 X 1 77 51 o T 20 285 4 R /) SR e 32 11 i 5 25 R, BT I i 25 228 R 5 /N B

Tg—xfHE X (CL-1) MR T S Pi-aZ k% & H -k VL (©) 25538

[1266] /N Tg—wfE @ X BA TR E LR T4 -
RADAAPTVSI FPPSSEQLTS GGASVVCFLN NFYPKDINVK WKIDGSERQN

[1267] GVLNSWTDQD SKDSTYSMSS TLTLTKDEYE RHNSYTCEAT HKTSTSPIVK
SFNRNEC

[1268]  (SEQ ID NO:47) .

[1269] BT id RIAHARIE L oV Z ORI LE R AT B 52 i 1K B 20 pUCT 81 & il A &3
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HER A o R T 2R 75 %5 3R Uit i B- A Ik e il R A
[1270]  FifkcBREER SRR B3 J7h FAS NiR TR o
(12711 —kE N B 40 A9 25 10 BE B 5 B3G5 5 A0S 31 (P-CMV) , B8 I8 & A,
[1272] - NHEFERZERREHS - A#IEX (5 UTR) ,
[1273] - AEEkEH HEE 5 71,
[1274] 4] AR (VL) 45 M)k g i A% R
[1275]  —/INER Tg—xfHE X g% IR , F
[1276] A KR Z R ERR 51 BGH pA) .
[1277] o) ff /N Tg-MEE X P74 T RIS R B E A B 3k
[1278] @IS fl& Jwbd & H B PT-a- Rz & B -5 R PR VL (V) 25 /388 DNA v B 5 9%
B /IR Tg—ME 58 X 1 5 51 0 T 40 285 4 ) /) ROV 1 il & 25 R, BT O 25 228 R 5 /N B
Tg—MHEE X (CL-N) FRJE T S Pr—a S filiz i - PR VL (V) R38R
[1279] /MR Ig-MEEX BA TR AR T
GQPKSSPSVT LFPPSSEELE TNKATLVCTI TDFYPGVVTV DWKVDGTPVT
[1280] QGMETTQPSK QSNNKYMASS YLTLTARAWE RHSSYSCQVT HEGHTVEKSL
SRADCS
[1281]  (SEQ ID NO:48).
[1282]  Pirid RIS H AR AL F Fo V% BORLAE R AT B A A2 1 >R B 344 pUC T8 &2 il T s
HFER Pt o R T 2R 75 5 3R Uit i B A I e il R A
[1283]  FiAANREER AR B3 J7h FAS FiR TRt o
[1284]  —k [ N\ B 40 A9 25 1) BP B 5 B3G5 5 A0S 31 (P-CMV) , B3 I & 1A,
[1285] - NEHFERZEEREAS -AFIEX (5 UTR) ,
[1286]  —f) Sy BkEE 0 S 5 751,
[1287]  —n]AR%e4E (VL) S5 Mk gmid iz g ,
[1288]  —/NER Tg—MEE X G %R , F
[1289] A KR Z R ERR 51 (BGH pA) .
[1290]  d) ;=4 FH 13K 5 i i B B o AR BB B 48 & 1) S e Bk B | I 28044
[1291]  fE9mbS T gCHE FEM AR R B BARRI G H L 4> 110 TgGHl o A 7E B R A M
B, 25155 ik  ZEVHAS CHL 45 #4582 8] L 76 CHL &5 M35 5 80 X 2 8] L 2 AR B [X 5 CH2 45 #4935,
Z I8 FIFECH2 5 CH3 S5 M 3 TR AEAE N & 1 o [r) Fe (C—3i /7E3 i) i 2 i i 2 A2 AR )
cDNATGAF o N T P AR AN SE BN LA 43 1A A7 — AN ZE AR T A 75, 48 A k-
BENFLI” B
[1292]  FLiA-E AL S N R RAE : T366W.,
[1293]  [MEEEE S NIRRAL: T366S/L368A/Y407V.,
[1294]  {F3dkHh, o] LLEFLIH - B BE R R L 354 5 - B AE A ik 349 2 8] 5I AN T /%
B AR B SR R AR LI - B A (1) S354CHILE ™ ki B BE H 1) Y349C.
[1295]  fE9mtS I BEM AR I RIBEARIVIEIE 5 1% T Tg—x 8 Tg—N, 3 73 &b T L K]
MR, B, 2845 5 Bk AIEVL 5 CLAS M3k 2 TRl fEAE N & 1o
[1296] R T BL & Ar R IA I 75 BLI LR 1) Rk B /R IB S 2 A, B AR/ b e (PO VR L B D 3
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SERT TR SN
(12971 1) fifi B “FLIA” AR AN 1gG1E € X =48 H T R IA AL & g AR BRI S0 % BRER
BB ) A
[1298] @ @& gL % B HPT-a- S filAZ 8 A —r 5 e PR VHES #9351 DNA /B 55 gm i

B FLI" RAHI N TG UEE X Fr 51 e M 4 25 i N TeG LR Rl 5 JE X , ik e 5 32 [
B NIgGUEEX (CH1, 824k , CH2 , CH3) FIRYR TG ¥ PL-a S i % B 1 - PR VHES Ik o 1% 44
EEARAL T R & o, B, A48 5 Bk b AEVH S CHI S5 F sk 2 18] L AECH S5 Mk 5 3 E X 22

() FE BB X 5 CH2 45 M3 2 1] L AIFECH2 55 CH3 S R del 2 [AIAFAE N & 1o

[1299]1  ATgGlfEE X BA N AR ERR T :
ASTKGPSVFP LAPSSKSTSG GTAALGCLVK DYFPEPVTVS WNSGALTSGV
HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT YICNVNHKPS NTKVDKKVEP
KSCDKTHTCP PCPAPELLGG PSVFLFPPKP KDTLMISRTP EVTCVVVDVS

[1300] HEDPEVKFNW YVDGVEVHNA KTKPREEQYN STYRVVSVLT VLHQDWLNGK
EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ VYTLPPSRDE LTKNQVSLTC
LVKGFYPSDI AVEWESNGQP ENNYKTTPPV LDSDGSFFLY SKLTVDKSRW
QQGNVFSCSV MHEALHNHYT QKSLSLSPGK

[1301]  (SEQ ID NO:49) .

[1302]  ATglfLiAfEE X BA TR AR 75 :
ASTKGPSVFP LAPSSKSTSG GTAALGCLVK DYFPEPVTVS WNSGALTSGV
HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT YICNVNHKPS NTKVDKKVEP
KSCDKTHTCP PCPAPELLGG PSVFLFPPKP KDTLMISRTP EVTCVVVDVS

[1303] HEDPEVKFNW YVDGVEVHNA KTKPREEQYN STYRVVSVLT VLHQDWLNGK
EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ VYTLPPSRDE LTKNQVSLWC
LVKGFYPSDI AVEWESNGQP ENNYKTTPPV LDSDGSFFLY SKLTVDKSRW
QQGNVFSCSV MHEALHNHYT QKSLSLSPGK

[1304]  (SEQ ID NO:50) «

[1305] ik FIAF AR A5 F0 V% BORLAE R AT B A2 B4 >R B 244 pUCT 8 & il g sl

AHE K B 13 I T 28 % 5 8 3= DUMER B- N Il g 2 4]

[1306]  FLIA-PiiAREFER R BALAES 23 77 m EAS R IIge kot

[1307]  —R B A\ E 40 250 RO i 5 A8 o 1 F0 = 3l (P-CMY)

[1308] - NEHFERIEBREDS -A#EEKX (5 UTR),

[1309] RSBk 0 HEE 575,

[1310]  -EHERT A (VH) 45 I8 A% IR »

(13111 -G “FLIA" AR H N TGLIEE X () i

[1312]  —AFdedth, ZmbSCS—42 Lk BIRX IR , H 15 G L) I Jiod 57 b 2 AR A L) A R k&, A

[1313] R4 K¥ER 2 R EHR 751 BGH pA) .

[1314]  i1) i EA “Ild” R N TgGUEE X =4 ] TR & AR R ) o BR

S RLY
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[1315] Ll & HAS S H I P-a- 5% 8 H - Rr 7 VE DT VHES RIS DNA A B 5 g
B " RAR R N TeGUEE X Fr 81 e M 4 25 4 N TeG LR Rl 5 X , ik s 5 32 [
B NIgGUEEX (CH1, 824k , CH2 , CH3) FIRYR TG ¥ PL-a S i % B 1 - PR VHES 3k 1% 44
EEARAL T R A& o, B, A48 5 Ik b AEVH S CHI S5 # sk 2 18] L AECH S5 Mk 5 3R E X 22

() FE BB X 5 CH2 45 M3 2 ] L AIFECH2 5 CH3 S R del 2 TR A7 AE N & T
NTgliefesE X BAT N R &AL IR P51 -

[1316]

[1317]

[1318]
[1319]

ASTKGPSVFP
HTFPAVLQSS
KSCDKTHTCP
HEDPEVKFNW
EYKCKVSNKA
AVKGFYPSDI
QQGNVFEFSCSV

LAPSSKSTSG
GLYSLSSVVT
PCPAPELLGG
YVDGVEVHNA
LPAPIEKTIS
AVEWESNGQP
MHEALHNHYT

(SEQ ID NO:51) .
FT il Fak ERARIE AL & O V% TR AR K AT R R & I R B 20 ARpUCT 8 [ &2 il i £

GTAALGCLVK
VPSSSLGTQT
PSVFLFPPKP
KTKPREEQYN
KAKGQPREPQ
ENNYKTTPPV
QKSLSLSPGK

DYFPEPVTVS
YICNVNHKPS
KDTLMISRTP
STYRVVSVLT
VYTLPPSRDE
LDSDGSFFLV

WNSGALTSGV
NTKVDKKVEP
EVTCVVVDVS
VLHQDWLNGK
LTKNQVSLSC
SKLTVDKSRW

IE K FF B RO T S04 7 8 50 10 B P TR JE K
[1320] " ke fA o B s T SR AES B3 1) L8 R IR ThRs M o 1 -

[1321]  —k [ A\ B 40 B0 2500 B i 5L B 858 - F0 S 3 (P-CMV)

[1322] - NEHEGIEERE A5 - ABIBEKX (5 UTR) ,

[1323] - S e Bk 1 RS 5 A,

[1324]  —EHE AT A (VH) S5 M B A% IR

[1325]  —FLA e e A8 A0 N TgG L 52 [X A it % 2

[1526)  ~f(Eibh, SRAIGS— K0 AR 3525 LA 5 57 4 B0 R A,
[1327]  —ZFA KR 2 RIRFIRIF 41 (BGH pA)

[1328] i) sl N Tg—wfE e X728 T 2R0A S BEBR AR ) AR R A B

[1329]

[1330]

LR g B B P-a- Sl R A R A PEPTRVL (o) S5 FSRATDNA A Be 5 2
f N Tg—w{E 3 X A Fr A1 oA 1M 4125 2 ) N Bt B A1 Rl 5 6 AL, T IR i 5 22 PR 035 N Tg—xfE
5E X (CL—x) ARPE T H B PT-a SR A A% BT A -PUAARVL () SRk o 12 A0 S 1A Ak - DA A g i
L B 7245 5 IR AAEVL (x) 5 CL-x G5 M 2 (Bl AFAE N 251
PITI AR BRI AL E5 SO VFIZ FURLAE K T 1 i 52 1 (0 2K B 4R pUC LI & il =

AIEE R AT B AP 28R 75 B s DUPE R B- N BRG]

[1331]  HiikR R B0 rES 23 J7n LSRR ThRev ot

[1332] -k B N E 40055 (1 B A 7 S0 5 5 A E 261 (P-CMV)

[1333] - NEBEHIEERE S - AEIEX (57 UTR) ,

[1334] Rl S ERE 1 RS 5751,

[1335]  —A2HEW] AR (VL) Z5 W s b A% IR

[1336] - ATgG xfHIEIX,

[1337] ARk, ASGS i IR , 55 2 L I ok 5 P 27 AR A L) A R A &, A
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[1338] A KR Z R ERR T (BGH pA) .

(13391 iv) fii N Tg—Mi e X 7= A FH T3R50 S BR A M BE 1) 2

[1340]  J&#Idfl& b & H B PT-a— Rz & 0 -5 R PR VL (V) 25 /388 DNA v B 5 9
B N Tg—MERE X IR 5 91 TC A T 2H 256 S i N Tg - MR BRI Rl 5 2 DR, ik ik 5 B R0 2 A Tg—A
fH 5 X (CL-N) RIS T i —a Rl . H -PrARVL (V) G5 R 38 iZ i i Ak Ak T R 4 A i
B, PEAS S5 KR FITEVL (V) 5 CL-AME M3 [RIAFAE N &1

[1341]  PFrid FRIE AR A F Fo V% BORLAE R AT B A 2 1 >R B #4AR pUCT 8/ &2 il T s
AZE R AT B T 2R B B3R DU BN M i g L 4]

[1342]  HUANREBER K BALES 23 ) B E N IRThEE M o

[1343]  —kE A E 45 5 i) BB 5 38 5w 7 RS 27 (P-CMV)

[1344] - NHEFEHERREHS - A#IEX (5 UTR) ,

[1345] - Sy EkiE H HEHE 5 751,

[1346]  —BBET]AF (VL) S5 # Ik gm DA% IR ,

[1347] - ANIgGMEEX,

[1348] AT, JmbBGS—E L FIRX IR , H 15 Gt I o 57 5 28 AR EE ) A IR k&, A

[1349] A KR Z R ERR 5 BGH pA) .

[1350]  Sjtifs7

[1351]  Hi- Na—SfiiZ iR B Pk EA =4

[1352]  PUARAERGFRAEF17H: 774 (Invitrogen Corp.) HYH B it 3% 4 THEK 29340 g (AR
B 2 L 51293 RUEI) Hh AR A T I B S5 6 BT AR 1R A P 4k, 4 AN £ 2937 ) B G i
A (Novagen) o HUAA AR LA 57 K5 28 42 R G 44 FH BN R 08 JTURE R o B Gl 2 HEAHL 3 7 1)
BT R AT g 5 = 2 BRI B & EH PR 43 72 i - ISR AERF
RAIIREE (B4, -80°C) , .2 HEAT 44k .

[1353] OG- 7E %I AnHEK 29341 iy Hh H 2H 318 N S e Bk 8 1 11 3d S B3 it 7EMei ssner, P.
£ Biotechnol .Bioeng.75 (2001) 197-203 .

[1354] Sy fsl8

[1355]  EEZH - Na—S¥fiiZ iR B Pk 4ife

[1356] MEEPuiRRIREFRY) Higidig, 3F Hisd AN Z i 2 R4k .

[1357]1 ¥ prik Hufafif B HPBS (1mM KH2PO4, 10mM Na2HPO4,137mM NaCl,2.7mM KC1) ,pH
7.4V HiTrap MabSelectSuRe (GE Healthcare) i#id SE A E Tl 55k o 8 1o FH 745 22 vh ik
VEw M £ ARG G ED , H H H25mATBRZ2 M, pH 3. L[l HiAd, e it i 32 B A 1M
Tris—Hk,pH 9.0KH A% ApH 6.0,

[1358]  {i FH{FSuperdex 200™ (GE Healthcare) E 1 K/NHERH EMTAE NS —aifh $ 18,k
/INHERE 2 ¥ 76 20mMZH R 2% 0, 0. 14M NaCl,pH 6. 09 BEAT B4 00 & Uk (v v 2 i AT
Biomax—SK[& (Millipore,Billerica,MA,USA) HJUl trafree—CLES o€ 25k 4 , I HARAFEE—
80°C.

[1359] K. GpFHs7M BB &

1360 g EEFH TR i T

0017 10mg
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0018 9.2mg
0070 6.1mg
0076 7.3mg
0081 15mg

12F4—2 4R 14.3mg

[1361]  SEjifs]9

[1362] i SR 1 55 B TR LR BRAE 45 & 7 e ik

[1363]1  FEFT A BT W) A {# FHBIAcore 2000,30008T2001% 2% (GE Healthcare,
BIAcore,Uppsala, B #L) o A (1 [F 52 42 B AN 454 I 58 #8025 CHEAT - 4 HILASEE300] min !
HEAT [ e AL S e (nSEA LT3R &) .

[1364] &) RAEF iR TR fM%E B S5 E R R E DA 456

[1365] 2% ik« [l 5 22 PR -

[1366]  10mM Hepes,150mM NaCl,0.05% % 1L1Z1fg20 (P20) ,

[1367]  pH 7.5

[1368]  ffER AN & 2% vk -

[1369]  10mM Hepes,pH 7.5,150mM NaCl,3mM EDTA,0.05%

[1370] P20

(13711 4fifb i) k- R fl A% B 1 —6Hi s S 3R P44 b1 ] e 1) B v B AR 1) 45 65
[1372] 1) [l 5E L E iR A e BRER 1 TgG (Rl sk PidA)

[1373] L Pi—/D A R BRE 1 TeG UM R JUAA T 3R 17 & s Cat-No . BR-1008-38; GE
Healthcare,Uppsala, ¥ #) f)[#E 2 L5 10m M Hepes,150m M NaCl,0.05%P20,pH 7.5
R il b AT AR — B B R R AR R I 50 . 2M N-Z BE-N- T R R R ik — W0
Jf% (EDC) F10.05M N-¥2 BB I I Jie (NHS) (1) fil 5 4 6 b - 23 Bl , T K CMB A% 863805 R T
F1R) 522 2k R [ 2 A o8 s I A R 3T PG SV e il o v A 5, A4 S 28 3R 1T -5 7 1 OmMISE PRV 2% i (pH
5.0) F1I30ug/ml ) Ll 2EHT—/INR TgGRE i3 73 %1 . TgGlEl 2 B £93000RUs (S W #LA7) [ 7KF o
55 O BERE (IM, pH8 .5, Tmin.) ¥ KR I _Lid A vE AL i R 2L 5 A

[1374]  ii) Pi-aRfibix i HPUARR IR

[1375] B yufEdi-oa R A% i B Ptk (FEIs 47 2 P (1) 100nMiA ) i SR AE [ 7€ 1 TgGHL
& b, EL2IIA F]200-250RUs R SR LR R o AL KA O 7 10— AN 148 A E L =g -
EEARLNUEYNE S =B ibER

[1376]  iii) FAfka—SRfilii% R H 5N-vi 7S H 2 B bR 25 1) 45 & SE 0

[1377] & 7A10mM Hepes,150mM NaCl,3mM EDTA,0.05%P20,pH 7.5 2% ik b k4T 45
B S o LEHH BRI B T R o S Al A% B B - PUAR R T R AL I B AR o SR il B -6H1 s T
SE Z2334nM (5™ i, M E Rl 129 2) o BRIk AL I B AR o R b A% B 1 —6H 1 s i € J5 » FH 1OmM H- 2=
FR-HCI¥ R (pH 1.7) PRIk ek a— S iz i 1 5 B v B - R A% 2 B - iR =B S
O Fr 2585 o SR R BT 0 B0 T B o SR it LR A 3R

[1378]  b) Hi#THis—AR2E [ E FENTA QR AL =4 B ko RAMZE A 4G 10
B Pi-a R A R H - PUAA ) R AL

(13791 22 PPk« [l 5 22 PR -
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[1380]  10mM Hepes,150mM NaCl,0.05%P20,pH 7.5

[1381] 45528l -

[1382]  10mM Hepes,pH 7.5,150mM NaCl,3mM EDTA,0.05%

[1383] P20

[1384] i) B 2lifb I B ik a— S il A% AR 1 [ 2 FENTAL I 38 3K T

[1385]  ZEfU 4 10mM Hepes,150mM NaCl,0.05%P20,pH 7.5(13547 4% Mk h #E4T B fdca—
A% R [ -6His (N-3i) TENTA R = 4R 15 8438 R THI 1 11 [ 2 o [ RENTAfL 2 35 3R TH
FH0.35M EDTALASuL/minfRIfis Bk =k, BEIR 138 SR J5 , il 0 i R S5 AR s 47 22 oy
W 500uM NiCloBefih 14y Bh i b A5 8% 38 3R 1H BN > -8 1, IF H 7 #hFH0. 2M EDCAN
0.05M NHSTERIGALT o Bl o BL AL, B AEIEAT 2 il I 6H i shRIC I a-F % Br 1 (<0 1ug/
ml) 5L IEES R B A, DASRAS IR R 1T (22 225RUs) , R So VRt — 2548 M 5 5 & i —a
FRflA% B A -PUR Ha- T A 1 AN S5 G 5 B RIAR TG PR R F A IM Tris, pH
7. 5KIED I Bl W ¥ A [ 5 I a— Sl B (1 (I 303838 FAE S L diE

[1386] i) fof LA 8 2 (1) a— S Al i B 1 1) B s B LR KD 45 5 W 2

[1387]  £54 5E ZE 4057 10mM Hepes, 150mM NaCl,3mM EDTA,0.05%P20,pH 7.5 2% M
HHBEAT o DL 10ONMY 94< 52 7 AT B 3 2 BT —a SR Ml B8 1 - Pu AR ) Ye s /No &t & [ v, 8 3 7R 18 4T
22 R L 22 ZE100nMIT iR B 8 (BRURIE ST 5ANKR L, BBER 7 oN2)  PAVTAR X B fdk -8
filii% & (1 (1) 45 6 30 S35 RSE A g o R DU ARE— 3 P58 1) AR Pt —a S A A% B 1 - PR 1) 45 A il 28
J& > FHP R 100mBE IR (2x Imin.) (R JE K 25 &5 & I LR T P AR o - SR Ml B8 1 36 T, 91 B
VPRI — PR S A

[1388] ) FRAF 5l 58 AEL1 A& 2% - DOPC : DOPSHE Jii A4 I [ B Ak a— 5% il i B 11 465 25 119 B 5
B PL-a R A% 1 -Pik

(13891 28 phifl - [ 52 A B SR -

[1390]  50mM Hepes,150mM NaCl,pH 7.5

[1391] 1) |4 DOPC: DOPS I i {4

[1392] FEEZE T, EP L A& MIE K 25mg/ml (7:3 (w/w) ) TE& AL H 1 i i
DOPC: DOPS (1 , 2~ yili i 3 —sn—H -3~ BR ARG - 1, 2— -y Bk —sn—H il -3-T IR -L- 22
) MR A0, LIRS TE R RE L1 g o 152 o 4 g S5 B YEHe pe s 22 PP (50mM. Hepes
150mM NaCl,pH 7.5) /K&, PAIRAEOmMEZE g VA W - FHMini—Extruder (Avanti Polar
Lipids,Alabaster,USA) i# i ¥ A8 BTV R £ 1k 100nm$s H 28 —JE 2% 1 54K 11 % H A JBVE 7 - M
T 375 i A VAT o Fig A ) J B R R ST I B S Y B I 2 0 1) R ik ) B A a2 i %
% [ [ %2 #EDOPC : DOPSJIg i1 I

[1393]  Ba—Zfil % & 11-6His (N-3HFR2E) [ 8 7EDOPC : DOPS I Jii 44 I 78 41,47 50mM Hepes »
150mM NaCl,pH 7.5002 47 o 56 FH20mM Chaps VARG L 1A% I 28 6 1 (1) A Vi 5hid
TE YR B, LLSR A3 A I 36 48 o i 1ok 5%t 3R 15 I DOPC - DOPS AR R AR 7E I8 1T 22 P i
5%, I H AR B A i 818 1 A s R i b, DLSRAR 293000RUs ¥ ] 5 /K7 B — 20 3R
H, FHO. Img/m1 FIBSA (AR IfL3E A & 1) ¥ E P RT A 10 shil i , DL D LI es R L/ 5
AR R AR R 1 25 6 I a— RAl% B ) o W a— R A% B A RIS AT R PR M BE 225 . Oug/
ml (AR B, FF HLAE BT IE () hid i b DU B (<K30RUs) [ 5 72 IR A& I, 3 o VA i 5 a—
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RAAZ E E P BAN PR 2 G o A8 PR A 8] 2 B A 1T A o R A% 2R B R m Bh s e A
Z L IHIE .,

[1394]  iii) B yafEHuiR 5DOPC: DOPSAR Fifa b [H 5 i a— S fil A% B 1 1 25 A Wl 5E 72 45 & )
SEH, BRI AR L 1000V B — R FE /3 1 Yes /NoZh & e b, BU 3 DL 22 = 100nMIJ IR B (5 A,
MoREIR - R2) FErE VB S LIl EAE IS AT S i g , DLV X a-RAMZ R B N 45 &
1 RZE R )y PR 45 4 )5, F20mM Chaps{#4% 8¢ 28 % i /42 10 o, O H iz 47 4%
MR, U T — I8 BAA ] E

[1395]  d) RAF-5a- A% ER H UK R - R4 48 (PFF) 45 & 10 e BE P« R E H -t
&

[1396] 22 ik - [l 7€ G2 MK -

[1397]  10mM Hepes,150mM NaCl,0.05%P20,pH 7.5

[1398]  45&52 i :

[1399]  10mM Hepes,pH 7.5,150mM NaCl,3mM EDTA,0.05%

[1400] P20

[1401] 1) Wfa— Tz B [ Y B — I 27 4[] 8 FENTAfE 288 2R 10 E

[1402]  ZENTAfLIEKES b, £ 655 10mM Hepes,150mM NaCl,0.05%P20,pH 7.5M)iz T4
AT a- R A A% BE E PEF (DAL 1019 bE 2800 B N-R i 6Hi s—AR 2 bR i a— R iz B 5 IR
FRICH) a— S fili% 8 ) AOH s— bR 25 8 52 o 26 FH0 . 35M EDTAVAE R LAS1T /minff) A3 BE INT A%
JEER R 14351 o A8 5, B I R T 51847 S P HH I 500uM N1 CLayi i #2 fi 143, T kg A%
JEge LT U EINI Y 5 1, 3T H B AN A0 2M EDCAN0. 05M NHSVA IR AL 79 b o A R B AE B AT
2% M I a— SR A% B 1 PREVA R -5 A% I 3R Th iy, DA AEAG IR AR R 1 _H3RAF AN IA] 1) S 41
Y2 (£920RUs , £1200Rus F1ZJ2000RUs) o FIIM Tris,pH 7. 5347 M S L 430 25 2 A )
KDl S I A [ g oS ki B 1 R AR 4E ) — N BB E A N S s E .

[1403]  ii) HogfEdiik S5 w2 FIPFRH) 454 Wl E

[1404]  FERTA DUANIEE EPAT AT A E 2 2 100nM (54 5, Wi RE IRl -2 2) 13 78 S 56
Hp W A P B —a— S i B PR IO 5 o W I AP AR A 5 B ol 28 0 5 FH 10OmMB T2 7 4
ik 2x Imin.) Yehidh-& B HLAAR T A a— S il 85 PRF R ] F-4F

[1405] g45%.

[1406] N3 Eox H b ST I I SPRAEF E I AN [F] fR) A SCHRIE 1 o S fis i . B - AR DL &k 5
I i o o 28 AR BB P 5 ) RN B e S LU BT AR I 45 6 o

[1407] R Pi-o-RZE A PAE S AR R ER AN S S
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E/IREN Heke- R EANSG | 5REAY | 5o- R E
1 o- R A% K | BB E
Witk | B ERe | BRSE | FENES
ZEH
0017 e e e A
0018 75 75 5 A
0070 AREIE | A AR | A&
[1408] | 0076 AREWE | A AR | A
0081 ARWE | B AARTWE) | A
se211(Zth) | & i 2 )
12F4 (Zth) | & i 5 =
12F4- 5 B | KA |2 AEE) |2
(1)
4B12(ZHh) | At e i B
synl (ZLb) | & & i B
[1409]  —$Hifk0070/2 HifE0017 59— 2k 1 32 - Hu R 8D3 ¥ scFv I I i 57 i 2 iR il &
UF
[1410]  —$Hi4K0076 /2 HLA0018 54— kit F 32 K- HUAR8D3 Y s cFv i IMIL i s 2 AR il 5
.

(14111 SZjtf5]10

(14121 g% 20 S0 5 43 B AN A B3 14 0 e

[1413]  PDEN VI 0 S 2 234k 5 0 #fr

[1414] ¥ A4 AR B I ARIR U0 A (10um) 5. Oug/m1HT4K0017 Hifk001 88k i f4
0057 (FFc) B — K 1gGYett, 3 H5. Oug/ml G Hi—a— i k% & H Pk (Cell Signaling;
Cat.No.2628S) & 4L,

[1415]  fEO8 i pifh, i fAlexa Fluor 488Z & A IL=FHi—/N TeGHLiA (H+L)
(Invitrogen,Cat.No.A11001) fllAlexa Fluor 594Z%-& M1 EHi—RlgGhifk H+L) (FER
Y HT, Invitrogen,Cat.No.A11037) »

[1416]  FEARTELETCAIL R M2 B st (SP5x) L H63xiEHi1.2NA, 1. 6xJ K%%,Pinhole@
1.0AUSA%

[1417]  Alexa 488@497nm (10%WLL) UK ; & 51@505-57 1nm (98 % HyD) -

[1418]  Alexa 594@590nm (8% WLL) #UK ; K IH@596-680nm (92 % HyD) o I & A& 5K 261 35111
P,

[1419] 25 HLE 12,
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[1420]  HT-VB97 PEPUAA R o R Al 2 B A 3 0 ER PR DR 37 I A R 22 Jo 4a i (LUHMES) Dfie
P4 AR

[1421] 40 N SCHELTFTR  FFLURMES 4 A 7E 384 FL P4 o 43 k5K o 3 A 5 24 /N, H55k F 7E
LUHMES 34 35 77 2 vh A2 K [ SHS Y Y 41 Jifd 1) 2% A1 A 335 72 ) B3 DAL D IRRE NN BIF i
DL FAM AR T 1 a- S Al A% B 1 35 1 X RS R B 52 LUNMES 70 A R 77 25 DA 10ng/m1 /Y
SRR P T ON LA 0 1) B O () 2% A SHSYS Y H% 77 0k s R 4K J5 , il it Ce11Ti terG Lol &
(Promega,Cat.No.REF G7571) #fi & AMATIE 77 - 75 JIME R R NCPSTHHL.

[1422]  4Affa s 97 0775

[1423] G, BEFRALANGR N«

[1424] —-B-L-Y&H L :Sigma-Aldrich,Cat.No.P-3655-100mg

[1425] -5 H (AW) :Sigma—Aldrich,Cat.No.F-1141-5mg

[1426] - ZDMEM/F-12:Gibco/Invitrogen,Cat.No.12634-010

[1427]  -N-2:Gibco/Invitrogen,Cat.No.175020485PAA FO05-004

[1428]  -1-23%BH% :Sigma-Aldrich,Cat.No.G7513

[1429] -FGF:R&D Systems,Cat.No.4114-TC (1mg)

[1430] —GDNF:R&D Systems,Cat.No.212-GD (50ug)

[1431] —JUIf & :Sigma—Aldrich,Cat.No.T-7660

[1432] —cAMP:Sigma—Aldrich,Cat.No.D0627

[1433]  LUHMESH: 3£ A4k -

[1434] 04 (FrA B)-FAR ARSI AR 0 25 /& Nunc lon)

[1435] [ 3 5ml Tnl 10m1 14m1 20ml
Milli Q H20 4.75m1  |6.65m1  |9.5m1  |13.3m1  |19ml
PLO (1mg/m1) 250ul 35001 500ul | 7001 100011
(F3%EEA (mg/ml) | 5ul Tul 1001 14u1 201

[1436] 75T AR FREIH b 2530 B 7 (TT5 K8 : Tm1 s T1T5KEHH - 14m1 5 96—FL T 4% : 5011/
FL,24—FL R : 25001 /4L, 1241 F# : 50001/ FL , 6L : Im1 /L) o ¥ FARAFIBEIRAE3 T C i
B 23NN (BB R E T BRI B M 111 QKRR IR A AT, W
WRABAEZ R TR G BT

[1437]  SfpEREFREE .

(14381 [gon g e o= 3o 10m1 20m1 30m1 40m1 50m1
EOMEM/F12  |9.8ml  [19.6ml  |29.4ml  |39.2ml  |49ml
L-G1n (200mM) 1o00ul  |200ul 30011 40011 50001
N2 (100x) 1o00ul  |200ul 30011 40011 50001
FGF (160ug/ml)  |2.5u1  |5ul 7.5ul 10ul 12.5ul

(14391  pibBEFRHE:
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A IR 10ml [20ml [30ml [40ml |50 ml

(1440] =2k DMEM/F12 97ml 194 ml [29.1 ml |38.8 ml |48.5 ml
L-Gln (200 mM) 100 ul {200 ul |300 pl {400 ul 500 ul
N2 (100x) 100 ul {200 ul |300 pl {400 ul 500 ul
cAMP (100 mM) 100 ul [200 ul {300 pl {400 ul |500 pl

[1441] | PUEA2E(1 mg/ml) 10l (20l (30ul  [40ul |50 pul
GDNF (20 pg/ml) 1 ul 2 ul 3ul 4 ul Sul

[1442]  ALAREE 3.

[1443] A F180 % VLA I, 445 7E 75 em® )58 i Hh 3 4 %5 75 B vh B B I 40 23 FF . 27 ok 0

YR FH10m] PBSERIETR IR SR 5 IIANAm] ATV-JiRE Al (Z AR5 2ml 2x ATV-JHRE
i 52m1 PBS) K M0 AEST CUR B 340 B AN AR B8 )5, 0N 2 1m 1 AS &5 s 050 1) v 4%
DMEM/F12%% 7% 32 . W A i VR B 7E50m] Falcon& H1LL300xg B Cab . 205 i, 3+ B
2 i B B A Sm 1 AN S AN I Y /51 2 DMEM/F 1285 2 3 vh . ZENeubauer—2 W i+ 4400

[1444] N 7 AEAREEFR B ANARAE2 34K 5 /0 T - 40 S B A2 K, PR 2+ 10%4 N gil g (1
543 TF) R BN T5em* e fiirh X F 3R MRE IR, 110N (121040 7F) £ 5%, I BHXFFPU R 1)
157,500, 00040 (12203 FF) & 65 4 20 M B b 7 6075 1 Om 1 B 58 855 75 35 (1) THem e i
[1445] T4k -

[1446]  LUHMESEH A T35 A0 6 AR AE 1 T em® R o o R UL, K7 651 0% 41 O-42 i 7 20m 1 489 58
B R B L 24 /INES I BE IVIA B J , B a5 R A O B G B R AR TR M N A R IR A L B 48/
I, SE R AL .

[1447] K20 B EEFP7E 2 LA o DRI 0L, W HE 35 R 2 . FH10mL PBSYESC AN I . 28 J5 »
A8ml ATV-FRE AEF (ZATVE A4ml 2x ATV-JRER A B S54ml PBS) JKE4IBAEST CIEE
3-543 o TN 42m1 A2 TR AN 70 0 755 2 DMEM/F 12 o K5 21 B v B R AE50m] Falcon F1LA300x
g B 054 . F2 18 b3, I B 4 i B B AE 10m ] A0 b B Fe Kb . ZENeubauer— 25 H 5040 L

[1448] 34k
[1449]  FE—2 B AR AL I A f 85 TR AR b AT
Mg R IR 6F. | 127L | 247 | 484 | 96 7L
KT R [em?] 9.6 3.5 1.9 1.1 0.33
[1450] | KR FeAR AN 2ml | 1ml | 500 pul | 300 ul | 100 ul
TRFLAI A %L
[¥1000] 1000 | 500 |200-250|100-150| 30-50

[1451]

T2/NIF Ja, FE R G R S ILIE TH9.

87

A o A1 TR B R, O ELIE 4 AR R 0 0 A 5 7 B o B A0 5 R R o P




CN 111499742 A W OB P 85/87 T

[1452]  sEjiffsl11

[1453]  #FasetE

[1454]  {§i HSypro OrangefF 4RiE %A , 8 ik F43% 7% I w2 1 € BR. v P Hi—a— R kA% 2R
P (QuM) 19238 1 8 (RREEIRE, To) o

[1455]  Hf@ 4 FBol tzmann ST 7 FERLE, 9F H - d5 KAS S8 FE I P e SON R B
T Ty BB — 2P B0 AR5 1 (B 10) & 5 To— B £E60°C 5 75°C 2 [l .

[1456] 3% ik Pt—a- S Ml B 1 Bk it i 5 (Tw)

T [°C]
His-2% #f
mAb W DPBS TBS
[1457]
0017 69.7 73.6 73.0
0018 69.2 71.9 71.8
0057 63.9 66.6 65.7

[1458]  Sjifs12

[1459]  Ff2K

[1460]  {EHJPT Peptide Technologies (JPTAKFZAR) $EALH 5 Hil i PepStar ki 51 I
BT R BT R A 15N AR KT, I R B N - R A% & A 1 5
BT 5 (UniProt Bid 5 : P37840) ABIE I MKE A LN Z RN EZ )T 5 AR EE A
B ORI R AH IS ) a— 8 i % B 1 28 AR H A7 45 (A3OP, A53T , ESTK) i 5 F1) AN %ot ik 1
BN a- TN ER 028 X SEPE A o A, R L 2Rk / & A, AR — M — ik
(10 I N AR S 6 B R R AR IE A& A, N TgG, S 1gG, M 16, Ataudz A, A
a- Rz EE, NB-RAMZE R, N vy -~ RAZEE , ALgM, /N TgM, SRR - 2R JIK , Aa-
=R R A - R k% B2 5 (A30P, A56P, AT6P) .

(14611 fe RAH S s A A FH U BH iR A7 R AT 42

[1462] K ARPEIRES ) EFRMPT-a- Al & A - DUk £ .
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ik &AL

0017 aa97-111:
KDQLGKNEEGAPQEG
aal0l-15:
GKNEEGAPQEGILED
BNVELAL, VA TP Fh A
[ b R 28 s o

0018 VAR BB, Al TP 2% fi
ZEH

12F4 (Z LLHifE) BRI B B RE, A TP 5% i
% E

syn211 (ZHHifE) aall13-127:
LEDMPVDPDNEAYEM
aall7-:131
PVDPDNEAYEMPSEE

Rl TP 5= A% &

[1463]

[1464]  SZjifs13

[1465] i Pi—a R fbA% g5 B Uk LW 57 b 22 RS SE 5 ) R Uk N Rida— Sl i% 2
T B 5

[1466]  ®5E I

[1467] > —=2115 H## ) Thy1- (A30P) a— R fili % 8 1 # FE PR /MR (Kahle/Mi sn=3 R /41)
AR ARG (n=1 R /41 vES = FhA R P i -o S fil A% 8 —Pu ik — i 5ele 22 s 88 &
.

[1468]  —$H1fK0070->FH114K0017-scFab8D3ZZ &4

[1469]  —$H1fK0076->FH114£0018-scFab8D3ZZ &4

[1470]  -ZLb->12F4-scFab8D3& &4

(14711 AFE— R R R /N O — B AR R /N SRR D R v S 0 R B e L s 14 /1
[1472] e 23 45 5 mAb— i g AR VI S /A5l

[1473]  fE20um{R3E N V) (B RN 44 s BRI € , FANGS ] PA1) E FHAFS55-Fric i $i-
huTgG—HuAAsar il v o (1) BEFR 5 95  HEAT S e . 1 (Bi- 2 H ,AF647) ;DAPI.

[1474] 455

(14751 Jixi 1 B 52 o« AR AR 98 / a— 2R il A% B 1 AR R 1100 485 ) 1) 5 O fih G 24 AR ABL ) R 1
PEBE S AR 1L
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[1476]  fhZE JBE 24 (= 1%/ RO rp 1) =5 B0 B A4 40E) JRBR 7R+, 9F BLAE /R 570
Wl ST A

[1477]  SEREPI GO AR FE RE R /NRR b s R BLR B i et , S5l e AR AR o

[1478] WK 11,

[1479]  SLjitifs)14

[1480]  CelluSpots™& i fIFEA £ K

[1481] {§iflIntavis CelluSpots Al & T PriAk00 18I Ik 43 #T i KRS 51 o 46 1% 5 15
H, HE B A A (Intavis MultiPep RS) FEABMRIIAT4E R B _E 6 Ak, & 6 G IR 47 4 =
BB ARG B R FE 5 K0 T 45 4 2= L0 3 B SR A BRI 7 0 r A B0 408 1 S Rl 3
Fr b TE 38450 A R B ZIEAB 1 ) 27 2 = A I, 5 FH 927 5 F A 33 (Fmoc) 102238 5 it
47CelluSpots & il o fEREAME BT ER A, FHIZEDME R (D TC/HOBt I V3 Hh AR X I F) L 1R
AR IR 2 (8], Fl G BRIEF  — 55 TR 2 20 R i AV L -2 2 8 0 — MR (90 VR 5 A e i oA S 2 11
(BP, B ) R & s R B A e R BB R 96 L Pt , HF HH =% 4
(TFA) « & H BE = SR RERE (TTS) MUK IR &AL, F T 00EE L 0-3 - BB DI EIVE TR
J& W AR Y K S5 G K FHTRALTRMSA (=90 S bE i iR) TISHUK IR A i #f , = 7 A BT
VE, I EBAEDMSOF AR )5, HIntavis# I s FEALE8 N F X S JRVE M S FE 2] Intavis
CelluSpots™# 3 K E.

[1482]  SFF ZRALA T, W 1l & WO 2 3% v F B PR 5%, S8 )5 FTBS (TRTS—2% 1 i) £ V8 W 5
50mM Tris,137mM NaCl,2.7mM KC1,pH 8) P&, SR f57E4°C, Fi5mL 10x Westernd ikl
(Roche Diagnostics GmbH,Mannheim,Germany) ,2.5gfETBSH /) FE#E, 0. 1% MR -203E1T
B IR16 /M o FHTBS—T (TBS+0. 1% M I5-20) Heisk o, Bk B A FIAE AL 270 1 % iR —201%)
TBSH I HTAR00 187 R (1ug/mL) 75 iR & 2/ Wik 5, I B 3B A, LU SR & BIBiAR ik
ANYIEE HRP) b rydt—N R EHT- R —ZPiik (FETBS-TH1:20000) £l , 28 5 FDAB (3,3 -
TR A AN i (Roche Diagnostics GmbH,Mannheim, 8 [E) 55 . &
TEELTSA-FHPERT £, H Bt 23 B AR B 1 K 7 510 1T 48 5 Bl gl & 3R A o

[1483] R H FiE AR H 1 C 408 25 Ui B A sl 77 U7 Fesegn -y BiGER T
HIT I 5 B 2 T IR 5 38 A0 S A9 AN I A% A e IR 1) A i BR A Y L o 4 S 51 I i R AT
FFE ORI A TF A 2T 5| 58 A e G AEAR SO .
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[0001]

Froi&
110> ZRE « FRAMRAFA
<120>  Hi- a -FEAAL R A BRSSO
<130> Case P31869

<150> EP13193892.0
<151> 2013-11-21

160> 58
{170> Patentln version 3.5

210> 1

Q21> 11

<212> PRT
Q13> AT

<220>
<223> A a - E A B

<400> 1

Gly Lys Asn Glu Glu Gly Ala Pro Gln Glu Gly
1 5 10

210> 2

Q211> 4

<212> PRT
Q13> ANTJFH|

<2205
<223> CDRHI

400> 2
Tyr Ala Met Ile
1

210> 3
211> 9

<212> PRT
213> ANTFE%

220>
<223> CDRHZ

<400> 3

Pro Ser Gly Asn Thr Tyr Tyr Ala Asn
1 5

210> 4
Q211> 10
<212> PRT
213> AL

<220>
<223> CDRH3
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[0002]

<400> 4
Arg Asp Gly Thr Asp Lys Thr Phe Asn Ile
1 5 10
210> 5
Ll1> 6

£212% PRT .
Q213> ATIFH|

220>
<223> CDRL1

<400> 5

Asn Val Tyr Gly Asp Asn
1 5

210> 6

211> B

<212> PRT
213> A3

220>
<223> CDRL2
<400> 6

Glu Ala Ser Lys Leu Ala
1 5

o0 1
<211> 10
€0195 PRT
213> ATIFF¥)

220>
<223> CDRL3

400> 7
Gly Glu Phe Leu Cys Thr Thr Ser Asp Cys
1 5 10

<210> 8
<211> B

<212> PRT
213> AR5

220>
<223> CDRHI

<400> 8
Ser Tyr Ala Met Ile
1 5

<210> 9
<211> 16
<212> PRT
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[0003]

213>

220>
<223>

<400>

Val Ile Tyr Pro Ser Gly Asn Thr Tyr Tyr Ala Asn Trp Ala

1

<210>
211>
212>
213>

220>
223>

<400>

1

210>
<11
212>
213>

<220>
223>

400>

ANIF3

CDRHZ
9

5] 10

10
13

PRT
AR5

CDRL1
10

Gln Ala Ser Gln an Val Tyr Gly Asp Asn Tyr Leu Ala
5

10

11
7
PRT
NP3

CDRL2
11

Glu Ala Ser Lys Leu Ala Ser

I

210>
<115
212>
213>

<220>
223>

<400>

b

12
13

PRT
ATF3
CDRL3

12

10

Gln Gly Glu Phe Leu Cys Thr Thr Ser Asp Cys Phe Thr
1 5

210>
Q11
212>
213>

220>
<223>

<400>

GIn Ser Val Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro

1

13
115
PRT
ANIF%)

HE ] AR 2 I
13

) 10

93
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Lys Gly
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[0004]

Leu Thr Leu Thr Cys Thr
20

Met Ile Trp Val Arg Gln

Val Ile Tyr Pro Ser Gly
50

Arg Phe Thr Val Ser Arg
65 70
Ser Pro Thr Thr Glu Asp
85
Gly Thr Asp Lys Thr Phe
100
Val Ser Leu
115
210> 14
211> 112
212> PRT
213> ATFF%
220>

223> IRgER] AR LRI
<400> 14

Gln Val Leu Thr Gln Thr
1 5

Thr Val Thr Ile Asn Cys
20

Tyr Leu Ala Trp Tyr Gln
35

I[le Tyr Glu Ala Ser Lys
50

Gly Ser Gly Ser Gly Thr
65 70

Cys Asp Asp Ala Ala Thr T

85

Thr Ser Asp Cys Phe Thr

Val Ser

Ala Pro
40

Asn Thr

fm=

D9

Thr Ser

Thr Ala

Asn Ile

Pro Ser

Gln Ala

GIn Lys

Leu Ala

29

Gln Phe

[yr Tyr

Phe Gly

Gly Phe Ser

25

Gly

Tyr

Thr

Thr

Pro

Ser

25

Pro

Ser

Thr

Cys

Gly

94

Glu

Thr

Tyr
90

Val

Gln

Gly

Gly

Leu

Gln

90

Gly

Gly

- Ala

Val
75

Phe

Pro

Ser
Asn
Gln
Val
Thr

75

Thr

Ile

Leu

Asn

Asp

Cys

Gly

Ala

Val

Pro

Pro

Ile

y Glu

Gly

Asn

Glu

45

Trp

Leu

Ala

Thr

Ala

Tyr

Pro

45

Pro

Ser

Phe

Ser

30

Trp

Ala

Lys

Arg

Leu
110

Val

Gly

30

Lys

Arg

Asp

Leu

Tyr

Ile

Ile
Arg

95

Val

Leu

Phe

Val

Cys
95

Val Val Val

Ala

Gly

Gly

Thr

80

Asp

Thr

Gly

Asn

Leu

Ser

Gln

80

Thr

Arg
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[0005]

100

<210> 15
211> 3

<212> PRT
213> ATLFH

<220>
<223> CDRH1
<400> 15

Arg Tyr Ala
1

<210> 16
211> 5

<212> PRT
213> ANLF3

220>
<223> CDRH2

<400> 16
Asn Ser Ser Gly
1

1 17

<211> 14

<212> PRT
213> ATLFH|

220>
<223> CDRH3

<400> 17

Trp Thr Tyr Asp Asp Tyr Gly Asp Phe
1 5

<210> 18
211> 9

<212> PRT
213> ALFF

220>
<223> CDRLI

400> 18
Ser Val Tyr Asn

1

<210> 19
211> 6

<212> PRT
213> ATEH

<220>

105

Asn Asn Asp Leu Ala
5

95

110

Gln Gly Phe Asn Ile
10
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[0006]

<223>
<400>

CDRL2
19

Arg Ala Ser Lys Leu Ala
1 3)

<210>
<211
212>
213>

<220>
223>

<400>

20
11

PRT
ANTF5

CDRL3

20

Gly Gly Tyr Asp Asp Asp Ala Asp Met Gly Ala

1

<210>
211>
<2125
<213>

<2205
<223>

<400>

Arg Tyr Ala Met Ser
h 2

<210>
211>
212>
<213>

<220>
<2235

<400>

Val Ile Asn Ser Ser Gly Ala Thr Tyr Tyr Ala Ser Trp Ala Lys Gly

1

<210>
211>
212>
213>

<220>
<223>

<400>

5 10

21
B

PRT
ATLF5
CDRH1

21

b

22

16

PRT
ANTF3
CDRH2

22
5 10 15

23
13

PRT
ANTLFF5

CDRL1
23

Gln Ser Ser Gln §er Val Tyr Asn Asn Asn Asp Leu Ala

1

<210>

5 10

24
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[0007]

211>
212>
213>
220>
223>

<400>

7

PRT
ANTFH
CDRL2

24

Arg Ala Ser Lys Leu Ala Ser

1

<210>
211>
212>
213>

220>
223>

<400>

25
12

PRT

N NES]|

CDRL3
25

5

Leu Gly Gly Tyr Asp Asp Asp Ala Asp
1 5

210>
211>
212>
213>

220>
223>

<400>

26
119
PRT
AP35

HE AT AR LA bk

26

GIn Ser Val Glu

1

Leu Thr Leu Thr

20

Met Ser Trp Val

35

Val Ile Asn Ser

50

Arg Phe Thr Ile

65

Ser Pro Thr Thr

Tyr Asp Asp Tyr

100

Glu Ser
5

Cys Thr

Arg Gln

Ser Gly

Ser Glu
70

Glu Asp
85

Gly Asp

Gly Gly

Val Ser

Ala Pro

40

Ala Thr

55

Thr Ser

Thr Ala

Phe Gln

Arg

Gly

25

Gly

Tyr

Thr

Thr

Gly
105

97

Met Gly
10

Leu Val
10

Ile Asp

Lys Gly

Tyr Ala

Thr Val
75

Tyr Phe
90

Phe Asn

Ala

Thr

Leu

Leu

Ser

60

Glu

Cys

Ile

Pro

Ser

Glu

45

Trp

Leu

Ala

Trp

Gly

Arg

30

Trp

Ala

Lys

Arg

Gly
110

Thr
15

Tyr

Ile

Lys

Ile

Trp

95

Pro

Pro

Ala

Gly

Gly

Thr

80

Thr

Gly
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[0008]

Thr Leu Val Thr Val Ser Leu

<210>
211>
212>
213>

<2207
223>

<400>

115

27
111
PRT

NILFF5

eI AT (AR

27

Ala Val Leu Thr

1

Thr Val

Asp Leu

Ile Tyr

50

Gly Ser

Cys Asp

Ala Asp

<210>
211>
212>
<213>

<220>
<223>

<400>

Thr
Ala
515

Arg
Gly
Asp

Met

28
5
PRT

Ile

20

Trp

Ala

Ser

Ala

Gly
100

ANIF5

CDRH1

28

Arg Asp Thr Met
1

<2107
<211
212>
213>

<220>
223>

<400>

29
10
PRT

ANIFF3

CDRHZ

29

Gln Thr
5

Ser Cys

Tyr Gln

Ser Lys

Gly Thr
70

Ala Thr
85

Ala Phe

Pro Ser

Gln Ser

GIn Lys
40

Leu Ala
55

Gln Phe

Tyr Tyr

Gly Gly

Pro
Ser
25

Pro

Ser

Thr

Gly
105

Val

10

Gln

Gly

Gly

Leu

Leu

90

Thr

98

Ser

Ser

Gln

Val

Thr

75

Gly

Glu

Ala

Val

Pro

Pro

60

Ile

Gly

Val

Ala

Tyr

Pro

45

Ser

Ser

Tyr

Val

Val
Asn

30

Lys

Gly

Asp

Val
110

Gly
15

Asn
Leu
Phe
Val
Asp
95

Lys

Gly

Asn

Leu

Lys

Gln

80

Asp
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[0009]

Ser Ile Tyr Thr Asp Ser Gly Asn Thr Trp
1 5 10

210> 30
Q1> 4
<212> PRT
213> ANTLFE¥|

220>
{223> CDRH3

400> 30

Asn Phe Ser Val
1

210> 31

211> 6

212> PRT
213> AT

220>
<223> CDRL1

<400> 31

Val Tyr Asn Ser Asp Arg
1 5

210> 32
Q11> 5

<212> PRT
213> ATFF

220>
<223> CDRL2

<400> 32

Val Ser Lys Leu Ala
1 5

210> 33
Q11> 11
<212> PRT
213> ANTFH

220>
<223> CDRL3

400> 33
Leu Gly Gly Tyr Asp Cys Ser Ser Ala Glu Cys
1 5 10

210> 34

Q1 17

<212> PRT
213> ANTLFE¥|

99
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[0010]

<220>
223>

<400>

1

Gly

210>
211>
212>
213>

220>
<223>

<400>

GIn Ala Ser Gln Ser Val Tyr Asn Ser Asp Arg Leu Ala
1 5 10

210>
211>
212>
213>

220>
223>

<400>

Asp Val Ser Lys Leu Ala Ser

1

210>
211>
212>
213>

220>
<223>

<400>

Leu Gly Gly Tyr Asp Cys Ser Ser Ala
1 5

<210>
<211
<212>
213>

220>
<223>

<400>

CDRHZ
34

)

35

13

PRT
ANTF5
CDRL1

35

bl

36
7

PRT
N3
CDRL2

36

b

37
13

PRT
A5

CDRL3
37

38
111

PRT
ATIF3)
EHER ARG K
38

100

Ser Ile Tyr Thr Asp Ser Gly Asn Thr Trp Tyr Ala Ser Trp Val Lys
5 10 5

Glu Cys Asn Val
10
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[0011]

Gln Ser Leu
1
Leu Thr Leu

Met Ile Trp
35

Ser Ile Tyr T

50

Gly Arg Phe T

65

Ile Thr Ser

Asn Phe Ser

<210> 39
211> 112
<212> PRT
213>

220>
223>

<400> 39
Gln Val Leu
1

Thr Val Thr

Arg Leu Ala
35

Ile Tyr Asp
50

Gly Ser Gly
65

Cys Asp Asp

Ser Ala Glu

ANTF3

Glu
Thr

20

Val

Val
100

Thr

Ile

20

Trp

Val

Ser

Ala

-

100

Qlu

Cys

Arg

- Asp

Trp

Gln
5

Asn
Phe
Ser

Gly

Ala
85

s Asn

Ser

Thr

Gln

Ser

» Ser

70

Thr

Gly

fe B n AR 4 f e

Thr

Cys

Gln

Thr
70

Thr T

Val

Gly
Val
Ala
Gly
5h

Lys

Glu

Pro

Pro

Gln

Gln

s Leu

55

Gln

Phe

Gly

Ser

Pro

40

Asn

Thr

Asp

Gly

Ser

Ala

Met

40

Ala

Phe

Tyl‘

Gly

Arg Leu
10

Gly Ile
25

Gly Glu

Thr Trp

Ser Ser

Thr Ala

Thr Leu
105

Pro Val
10

Ser Gln
25

Arg Gly

Ser Gly

Thr Leu

Cys Leu

90

Gly Gly
105

101

Val

Asp

Gly

Tyr

Thr

75

Thr

Val

Ser

Ser

Gln

Val

Thr

15

Gly

Thr

Thr

Leu

Leu

Ala

60

Thr

Tyr

Thr

Ala

Val

Pro

Pro

60

Ile

Gly

Glu

Pro

Ser

Glu

45

Ser

Val

Phe

Val

Ala

Tyr

Pro

45

Ser

Ser

Tyr

Val

Gly

Arg

30

Trp

Trp

Asp

Cys

Ser
110

Val

Asn

30

Lys

Arg

Asp

Asp

Val
110

Thr
15
Asp

Ile

Val

Ala

Leu

Gly
15

Ser
Leu
Phe
Val

Cys

Val

Pro

Thr

Lys

Arg

Arg

Gly

Asp

Leu

Ser

Gln

80

Ser

Lys
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<210> 40
211> 140
<212> PRT
213> A (Homo sapiens)
<400> 40
Met Asp Val Phe Met Lys Gly Leu Ser Lys Ala Lys Glu Gly Val Val
1 5 10 15
Ala Ala Ala Glu Lys Thr Lys Gln Gly Val Ala Glu Ala Ala Gly Lys
20 25 30
Thr Lys Glu Gly Val Leu Tyr Val Gly Ser Lys Thr Lys Glu Gly Val
35 40 45
Val His Gly Val Ala Thr Val Ala Glu Lys Thr Lys Glu Gln Val Thr
50 55 60
Asn Val Gly Gly Ala Val Val Thr Gly Val Thr Ala Val Ala Gln Lys
65 70 75 80
Thr Val Glu Gly Ala Gly Ser Ile Ala Ala Ala Thr Gly Phe Val Lys
85 90 95
[0012] Lys Asp Gln Leu Gly Lys Asn Glu Glu Gly Ala Pro Gln Glu Gly Ile
100 105 110
Leu Glu Asp Met Pro Val Asp Pro Asp Asn Glu Ala Tyr Glu Met Pro
115 120 125
Ser Glu Glu Gly Tyr Gln Asp Tyr Glu Pro Glu Ala
130 135 140
210> 41
211> 18
<212> PRT
213> ATLF3
220>
<223> 3Lk
<400> 41
Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly
1 5 10 15
Gly Ser
210> 42
211> 37

102
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[0013]

212>
<213>

<220>
223>

<400>

DNA
N5

rbHCfinal. up
42

aagettgeca ccatggagac tgggetgege tggette

<210>
<1
212>
213>

<220>
223>

<400>

43
21

DNA
ALFF5

rbliCfinal. do
43

ccattggtga gggtgeeega g

<210>
<21
<212>
213>

<220>
223>

<400>

44
34

DNA
ANLFF5

rbLCfinal. up
44

aagettgeca ccatggacay gagggeccece acte

<210>
<1
<212>
213>

<220>
223>

<400>

45
26

DNA
N4

rbL.Cfinal. do
45

cagagtrctg ctgaggttgt aggtac

<210>
<1
212>
213>

<400>

Ala Lys Thr Thr
1
Ala Gln Thr Asn Ser Met Val Thr Leu Gly Cys Leu Val Lys Gly Tyr

Phe Pro Glu Pro Val Thr Val Thr Trp Asn Ser Gly Ser Leu Ser Ser

46

324

PRT

/N, (Mus musculus)

46

20 25

35 40

103

Pro Pro Ser Val Tyr Pro Leu Ala Pro Gly Ser Ala
5 10

37

21

34

26
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[0014]

Gly

Ser

Thr

Ile

Glu

Thr

Lys

145

Val

Phe |

Gly

Ile

Val

225

Glu

Pro

Val

Leu

Val

50

Ser

Cys

Val

Val

Ile

130

Asp

His

Lys

Glu
210

Tyr

1 Leu

Trp

Ile

Gln
290

His

His

Ser

Asn

Pro

Ser

115

Thr

Asp

Thr

Ser

Glu

195

Lys

Thr

Thr

Gln

Met

275

Lys

Glu

Thr

Val

Val

Arg

100

Ser

Leu

Pro

Ala

Val

180

Phe

Thr

Ile

Cys

Trp

260

Asp

Ser

Gly

Phe

Thr

Ala

85

Asp

Val

Thr

Glu

Gln

165

Ser

Lys C

Ile
Pro
Met
245
Asn
Thr

Asn

Leu

Pro

Val

His

Cys

Phe

Pro

Val

150

Thr

Glu

Ser

Pro
230

[le ”

Gly

Asp

Trp

His

Ala
55

Pro
Pro

Gly

1le

Gln

Leu

Arg

215

Pro

Gln
Gly
Glu
295

Asn

Val Leu Gln Ser

Ser

Ala

Cys

Phe

120

Val

Phe

Pro

Pro

Val
200

s Thr

Lys

© Asp

Pro

Ser

280

Ala

His

Ser Thr

Ser Ser
90

Lys Pro
105

Pro Pro

Thr Cys

Ser Trp

Arg Glu
170

Ile Met
185

Asn Ser

Lys Gly !

Glu Gln
Phe Phe

250

Ala Glu

265

Tyr Phe

Gly Asn

His Thr

104

Trp

75

Thr

Cys

Lys

Val

Phe

155

Glu

His

Ala

Met
235

Pro

Asn

Val T

Thr

Glu

Asp

60

Pro

Lys

Ile

Pro

Val

140

Val

Gln

Gln

Ala

Pro

220

Ala

Glu

Tyr

Phe
300

Lys

Leu

Ser

Val

Cys

Lys

125

Val

Asp

Phe

Asp

Phe

205

Lys

Lys

Asp

Lys

Ser

285

Thr

Ser

T yr

Glu

Asp

Thr

110

Asp

Asp

Asp

Asn

Trp

190

Pro

Ala

Asp

Ile

Asn

270

Lys

Cys

Leu

Thr
Thr
Lys
95

Val
Val
Ile
Val
Ser
175
Leu
Ala
Pro
Lys
Thr
255
Thr
Leu

Ser

Ser

Leu

Val

Lys

Pro

Leu

Ser

Glu

160

Thr

Asn

Pro

Gln

Val

240

Val

Gln

Asn

Val

His



CN 111499742 A ,?'._ §IJ %54 15/23 T
305 310 315 320
Ser Pro Gly Lys
210> 47
211> 107
<212> PRT
213> KR
400> 47
Arg Ala Asp Ala Ala Pro Thr Val Ser Ile Phe Pro Pro Ser Ser Glu
1 5 10 15
GIn Leu Thr Ser Gly Gly Ala Ser Val Val Cys Phe Leu Asn Asn Phe

20 25 30
Tyr Pro Lys Asp Ile Asn Val Lys Trp Lys Ile Asp Gly Ser Glu Arg
395 40 45
GIn Asn Gly Val Leu Asn Ser Trp Thr Asp Gln Asp Ser Lys Asp Ser
50 55 60
Thr Tyr Ser Met Ser Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu

[0015] 65 70 75 80

Arg His Asn Ser Tyr Thr Cys Glu Ala Thr His Lys Thr Ser Thr Ser

85 90 95

Pro Ile Val Lys Ser Phe Asn Arg Asn Glu Cys
100 105

210> 48

211> 106

<212> PRT

213> PERR

<400> 48

Gly Gln Pro Lys Ser Ser Pro Ser Val Thr Leu Phe Pro Pro Ser Ser

1 5 10 15

Glu Glu Leu Glu Thr Asn Lys Ala Thr Leu Val Cys Thr Ile Thr Asp
20 25 30

Phe Tyr Pro Gly Val Val Thr Val Asp Trp Lys Val Asp Gly Thr Pro

35 40 45
Val Thr Gln Gly Met Glu Thr Thr Gln Pro Ser Lys Gln Ser Asn Asn
50 55 60

105
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Lys Tyr Met Ala Ser Ser Tyr Leu Thr Leu Thr Ala Arg Ala Trp Glu
65 70 75 80

Arg His Ser Ser Tyr Ser Cys Gln Val Thr His Glu Gly His Thr Val
85 90 95

Glu Lys Ser Leu Ser Arg Ala Asp Cys Ser
100 105

<210> 49

<211> 330

<212> PRT

213> #HA

<400> 49

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 26 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
[0016] 50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
65 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

106
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[0017]

His Gln
Lys Ala
210

Gln Pro
225

Leu Thr

Pro Ser

Asn Tyr

Leu Tyr
290

Val Phe
305

GIn Lys

<210>
<211
<212>
213>

<220>
223>

<400>

Asp Trp
195

Leu Pro

Arg Glu

Lys Asn

Asp Tle
260

Lys Thr
275

Ser Lys

Ser Cys

Ser Leu

50
330
PRT
N 74

Leu Asn

Ala Pro

Pro Gln
230

Gln Val
245

Ala Val

Thr Pro

Leu Thr

Ser Val

310

Ser Leu
325

ATglLifEE X

50

Ala Ser Thr Lys Gly Pro

1

Ser Thr Ser Gly Gly Thr
20

Phe Pro Glu Pro Val Thr

35

Gly Val His Thr Phe Pro

50

Leu Ser Ser Val Val Thr

Gly

Ile

215

Val

Ser

Glu

Pro

Val

295

Met

Ser

Ser

Ala

Val

Val

Lys Glu Tyr Lys

200
Glu Lys
Tyr Thr
Leu Thr
Trp Glu
265
Val Leu
280
Asp Lys

His Glu

Pro Gly

Val Phe
Ala Leu
Ser Trp
40

Val Leu

Pro Ser

Thr

Leu

Cys

250

Ser

Asp

Ser

Ala

Lys
330

Pro

10

Gly

Asn

Gln

Ser

107

Ile

Pro

235

Leu

Asn

Ser

Arg

Leu
315

Leu

Cys

Ser

Ser

Cys

Ser

220

Pro

Val

Gly

Asp

Trp

300

His

Ala

Leu

s Gly

Ser
60

Leu

Lys Val
205

Lys Ala

Ser Arg

Lys Gly

Gln Pro
27

Gly Ser
285

Gln Gln

Asn His

Pro Ser

Val Lys
30

Ala Leu
45

Gly Leu

Gly Thr

Ser

Lys

Asp

Phe

255

Glu

Phe

Gly

Tyr

Asn

Gly

Glu

240

Tyr

Asn

Phe

Asn

Thr
320

Ser Lys

15

Asp

Thr

Tyr

Gln

Tyr

Ser

Thr
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[0018]

65

Tyr

Lys

Pro

Lys

Val

145

Tyr

Glu

His

Lys

Gln

225

Leu

Pro

Asn

Leu

Ile

Val

Ala

Pro

130

Val

Val

Gln

Gln

Ala

210

Pro

Thr

Ser

Tyr

Tyr

290

Phe

Lys

Cys

Glu

Pro

115

Lys

Val

Asp

Tyr

Asp

195

Leu

Arg

Lys

Asp

Lys

275

Ser

Ser

Ser

Asn
Pro
100
Glu
Asp
Asp
Gly
Asn
180
Trp
Pro
Glu
Asn
Ile
260
Thr
Lys

Cys

Leu

Val

Lys

Leu

Thr

Val

Val

165

Ser

Leu

Ala

Pro

Gln

245

Ala

Thr

Leu

Ser

Ser
325

70

Asn

Ser

Leu

Leu

Ser

150

Glu

Thr

Asn

Pro

Gln

230

Val

Val

Pro

Thr

Val

310

Leu

His
Cys
Gly
Met
135
His
Val
Tyr
Gly
Ile
215
Val
Ser
Glu
Pro
Val
295

Met

Ser

Lys

Asp

Gly

120

Ile

Glu

His

Arg

Lys

200

Glu

Tyr

Leu

Trp

Val

280

Asp

His

Pro

Pro

Lys

105

Pro

Ser

Asp

Asn

Val

185

Glu

Lys

Thr

Trp

Glu

265

Leu

Lys

Glu

Gly

Ser

Thr

Ser

Arg

Pro

Ala

170

Val

Tyr

Thr

Leu

Cys

250

Ser

Asp

Ser

Ala

Lys
330

108

Asn

His

Val

Thr

Glu

155

Ser

Lys

Ile

Pro

235

Leu

Asn

Ser

Arg

Leu

315

Thr

Thr

Phe

Pro

140

Val

's Thr

Val

Cys

Ser

220

Pro

Val

Gly

Asp

Trp

300

His

Lys
Cys
Leu
125
Glu
Lys
Lys
Leu
Lys
205
Lys
Ser
Lys
Gln
Gly
285

Gln

Asn

Val

Pro

110

Phe

Val

Phe

Pro |

Thr

190

Val

Ala

Arg

Gly

Pro

270

Ser

Gln

His

Asp

95

Pro

Pro

Thr

Asn

Val

Ser

Lys

Asp

Phe

255

Glu

Phe

Gly

Tyr

80

Lys

Cys

Pro

Cys

Trp
160

Glu

Leu

Asn

Gly

Glu

240

[yr

Asn

Phe

Asn

Thr
320
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[0019]

<210>
<Z11>
212>
213>

<220>
223>

<400>

51
330
PRT

ANIF3

PNFITLY Y ER RS

5l

Ala Ser Thr Lys

1

Ser Thr

Phe Pro

Gly Val
50

Leu Ser
65

Tyr Ile

Lys Val

Pro Ala

Lys Pro
130

Val Val
145

Tyr Val

Glu GIn T

His Gln

Lys Ala

Ser

Glu

His

Ser

Cys

Glu

Pro

115

Lys

Val

Asp

[yvr

Asp

195

Leu

Gly

20

Pro

Thr

Val

Asn

Pro

100

Glu

Asp

Asp

Asn
180

Trp

Pro

Gly
5
Gly
Val
Phe
Val
Val
85
Lys
Leu
Thr
Val
Val
165
Ser

Leu

Ala

Pro

Thr

Thr

Pro

Thr

70

Asn

Ser

Leu

Leu

Ser

150

Glu

Thr T

Asn

Pro

Ser
Ala
Val
Ala
55

Val
His
Cys
Gly
Met
135
His
Val
[yr

Gly

Ile

Val

Ala

Ser

40

Val

Pro

Lys

Asp

Gly

120

Ile

Glu

His

Arg

Phe

Leu

Ser

Pro

Ser

Asp

Asn

Val
185

s Glu

Glu Lys

Pro

Gly

Asn

Gln

Ser

Ser
90

s Thr

Ser
Arg
Pro
Ala
170
Val
Tyr

Thr

109

Leu
Cys
Ser
Ser
Ser
75

Asn
His
Val
Thr
Glu
155

Lys

Ser

[le

Ala

Leu

Gly

Ser

Leu

Thr

Thr

Phe

Pro

140

Val

Thr

Val

s Cys L

Ser

Pro

Val

Ala

45

Gly

Gly

Lys

Cys

Leu

125

Glu

Lys

Lys

Leu

Ser

Lys

30

Leu

Leu

Thr

Val

Pro

110

Phe

Val

Phe

Pro

Thr

190

Val

s Ala

Ser

Asp

Thr

Tyr

Gln

Asp
95

Pro C

Pro

Thr

Asn

Arg

175

Val

Ser

Lys

Lys

Tyr

Ser

Ser

Thr

80

Lys

Pro

Trp

160

Glu

Leu

Asn

Gly
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210 215 220
GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
225 230 235 240
Leu Thr Lys Asn Gln Val Ser Leu Ser Cys Ala Val Lys Gly Phe Tyr
245 250 255
Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270
Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285
Leu Val Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Gln Gly Asn
290 295 300
Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 318 320
GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

210> 52

[0020] 211> 15
<212> PRT
213> ANTLJFP3
220>
223> AHEBEAZAFE
<400> 52

Ile Gly Gln Asn Met Val Thr Ile Val
1 5

<210>
211>
212>
213>

220>
223>

<400>

1

<210>
211>
212>
213>

<220>

53

15

PRT
ATF51

NEERRER FIZ AR B

23

bl

54

15

PRT
ANTLF5I

10

10

110

Gln Ser Asn Gly Asn Leu

15

Asn Met Val Thr Ile Val GIn Ser Asn Gly Asn Leu Asp Pro Val

15
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[0021]

223> ANHESEASZEKAFE

<400> 54

GIn Ser Asn Gly Asn Leu Asp

1

<210> 55
211> 32

<212> PRT
213> ANTF5

<220>
<223> KRk

400> 5bH
Gly Gly Gly Gly
1

Gly Gly Gly Ser
20

210> 56
Q211> 118
<212> PRT
213> PER

<400> 56
Glu Val Gln Leu
1

Ser Leu Thr Leu
20

Gly Met His Trp
35

Ala Met Ile Tyr
50

Lys Gly Arg Phe
65

Leu Glu Met Asn

Ala Val Pro Thr
100

Ser Val Thr Val
115

o)

Ser Gly Gly
5

Gly Gly Gly

Val

Ser

Ile

Tyr

Thr

Ser

85

Ser

Ser

Glu

Cys

Arg

Asp

Ile

70

Leu

His

Ser

Ser

Val

Gln

Ser

55

Ser

Arg

Tyr

Pro Val Glu Ser Pro Glu Gly Tyr
10 15

Gly Gly Ser Gly Gly Gly Gly Ser Gly
10 15

Gly Ser Gly Gly Gly Gly Ser Gly Gly
25 30

Gly Gly Gly Leu Val Gln Pro Gly Asn
10 15

Ala Ser Gly Phe Thr Phe Ser Asn Tyr
25 30

Ala Pro Lys Lys Gly Leu Glu Trp Ile
40 45

Ser Lys Met Asn Tyr Ala Asp Thr Val
60

Arg Asp Asn Ser Lys Asn Thr Leu Tyr
75 80

Ser Glu Asp Thr Ala Met Tyr Tyr Cys
90 95

Val Val Asp Val Trp Gly Gln Gly Val
105 110

111
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[0022]

210> 57
211> 107
212> PRT
213> PFEH

<400> 57

Asp Ile Gln Met
1

Glu Ile Val Thr
20

Leu Ala Trp Tyr
35

Tyr Gly Ala Thr
50

Ser Arg Ser Gly
65

Glu Asp Ile Gly

Thr Phe Gly Gly
100

210> 58
211> 107
<212> PRT
213> A%

220>

Thr Gln
5

Ile Thr

Gln Gln

Ser Leu

Thr Gln
70

Ile Tyr
85

Gly Thr

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro Ala Ser
10

Gln Ala Ser
25

Pro Gly Lys
40

Asp Gly Val

Ser Leu Lys

Cys Leu Gln
90

Leu Glu Leu
105

<223> SEQ ID NO: 57fYL104VHIL106145 {4

<400> 58
Asp Ile Gln Met
1

Glu Ile Val Thr
20

Leu Ala Trp Tyr
35

Tyr Gly Ala Thr
50

Ser Arg Ser Gly
65

Thr Gln

5

Ile Thr

Gln Gln

Ser Leu

Thr Gln
70

Ser

Cys

Lys

Ala

55

Phe

Pro Ala Ser
10

GIn Ala Ser
25

Pro Gly Lys
40
Asp Gly Val

Ser Leu Lys

112

Leu

Gln

Ser

Pro

Ile

75

Ala

Lys

Leu

Gln

Ser

Pro

Ile
75

Ser

Asp

Pro

Ser

60

Ser

Tyr

Ser

Asp

Pro

Ser

60

Ser

Ala Ser Leu

Ile

Gln

45

Arg

Arg

Asn

Ala

Ile

Gln

45

Arg

Arg

Gly

30

Leu

Phe

Val

Thr

Ser

Gly

30

Leu

Phe

Val

15

Asn

Leu

Ser

Gln

Pro
95

Leu

15

Asn

Leu

Ser

Gln

Glu

Trp

Ile

Gly

Val

80

Trp

Glu

Trp

Ile

Gly

Val
80
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Glu Asp Ile Gly Ile Tyr Tyr Cys Leu Gln Ala Tyr Asn Thr Pro Trp
85 90 95

[0023]

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
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